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=> d his 



{ FILE ' HOME 1 ENTERED AT 08:41:04 ON 06 DEC 2005) 
SET COST OFF 

FILE 'HCAPLUS' ENTERED AT 08:41:17 ON 06 DEC 2005 
LI IS (US20040220113 OR US20040220239 OR US20040220242 ) /PN OR (US20 

E SHAPIRO L/AU 
L2 281 S E3-E22,E38 



L3 



FILE ' REGISTRY ' ENTERED AT 08:44:29 ON 06 DEC 2005 
1 S 9041-92-3 



FILE 1 REGISTRY ' ENTERED AT 08:45:08 ON 06 DEC 2005 

FILE 1 HCAPLUS' ENTERED AT 08:46:39 ON 06 DEC 2005 

L4 5682 S L3 

L5 252 S (ALPHA1 OR ALPHA 1 )() TRYPSIN (L) INHIBIT? 

L6 1636 S (ALPHA1 OR ALPHA 1) () (PROTEASE OR PROTEINASE) (L) INHIBIT? 

L7 5862 S (ALPHA1 OR ALPHA 1) () (ANTITRYPSIN OR ANTI TRYPSIN OR ANT IP ROT 

L8 7762 S L4-L7 

FILE 1 REGISTRY 1 ENTERED AT 08:48:21 ON 06 DEC 2005 

E NITRIC OXIDE/CN 
L9 1 S E3 

E NITRIC OXIDE SYNTHASE/CN 
L10 1 S E3 

Lll 3 S E48,E49,E58 

FILE ' HCAPLUS 1 ENTERED AT 08:49:05 ON 06 DEC 2005 
L12 89859 S L9 

L13 25812 S L10,L11 

L14 30332 S NITRIC OXIDE () (SYNTHASE OR SYNTHETASE) 

L15 39 S L8 AND L13,L14 

L16 32 S L8 AND L12 

L17 72 S L8 AND NITRIC OXIDE 

L18 78 S L15-L17 

L19 8 S L1,L2 AND L8 

L20 4 S L1,L2 AND L12-L14 

L21 5 S L1,L2 AND NITRIC OXIDE 

L22 9 S L19-L21 

SEL RN LI 

FILE ' REGISTRY 1 ENTERED AT 08:51:31 ON 06 DEC 2005 
L23 83 S E1-E83 

L24 80 S L23 NOT L3,L9-L11 

L25 1 S L24 AND UNSPECIFIED 

L26 79 S L24 NOT L25 

FILE ' HCAPLUS 1 ENTERED AT 08:56:58 ON 06 DEC 2005 
L27 8 S L22 NOT LI 

L28 1 S L27 AND CLINICAL CONDITIONS 

SEL RN 



FILE 'REGISTRY' ENTERED AT 09:47:43 ON 06 DEC 2005 
L29 117 S E84-E200 

L30 19 S 55-63-0 OR 56-06-4 OR 71-44-3 OR 79-17-4 OR 124-20-9 OR 140-6 

L31 8 S 53774-63-3 OR 57564-91-7 OR 66036-77-9 OR 74209-34-0 OR 79032 

L32 27 S L30,L31 

L33 1 S 151-16-6 



jan delaval - 6 december 2005 



weddington - 10 / 669250 Page 2 



L34 


40 


S 


151-16-6/CRN 


L35 


1 


S 


L34 AND H204S 


L36 


1 


S 


18144-22-4 


L37 


1 


S 


L35,L36 


L38 


1 


S 


20933-81-7 


L39 


1 


S 


36889-13-1 


L40 


2 


S 


36889-13-1/CRN 


L41 


1 


S 


150403-88-6 


L42 


1 


S 


156719-41-4 


L43 


4 


S 


156719-41-4/CRN 


L44 


2 


S 


L4 3 AND CLH 


L45 


2 


S 


2986-19-8 OR 2986-20-1 


L46 


208 


S 


(2986-19-8 OR 298 6-20-1 ) /CRN 


L47 


6 


S 


L4 6 AND H204S 






E 


DI PHENYLENEIODONIUM/CN 


L48 


1 


S 


E3 


L49 


44 


S 


244-54-2/CRN 


L50 


5 


s 


L4 9 AND CL/ELS 


L51 


41 


s 


IC4-C6-C6/ES AND CL/ELS 


L52 


36 


s 


L51 NOT L50 


L53 


7 


s 


L52 AND 3/NR AND 1/NC 


L54 


1 


s 


75830-53-4 


L55 


51 


s 


L32, L33, L35, L37-L42, L4 4 , L4 5, L47, L4 8, L53, L54 


L56 


80 


s 


L2 9 NOT L55 


L57 


45 


s 


L56 NOT NC4/ES 


L58 


2 


s 


L57 AND ACETATE 






E 


NG-MONOETHYL-ARGININE/CN 


L59 


1 


s 


E6 


L60 


1 


s 


E2 


L61 


2 


s 


20933-81-7/CRN 


L62 


1 


s 


L61 AND ACETATE 


L63 


3 


s 


L2 9 AND CLH 


L64 


2 


s 


ARGININE/CN 


L65 


1 


s 


L63 AND NITRO 


L66 


1 


s 


HOMOARGININE/CN 


L67 


5 


s 


L29 AND LYSIN? 


L68 


1 


s 


L67 AND ACETATE 


L69 


9 


s 


L29 AND NITRO 


L70 


3 


s 


L69 AND ORNITHINE 


L71 


1 


s 


L69 AND LYSINE 


L72 


56 


s 


L55, L58, L60, L62, L65, L68-L70 






E 


HEMOGLOBIN /CN 


L73 


1 


s 


E3 






E 


MYOGLOBIN/CN 






E 


CYTOCHROME/CN 






E 


CYTOCHROME 5/CN 






E 


CYTOCHROME V/CN 


L74 


57 


s 


L72,L73 



FILE 'HCAPLUS' ENTERED AT 10:15:49 ON 06 DEC 2005 
L75 71593 S L74 

SEL DN AN 6 
L76 399 S L8 AND L75 

L77 11 S L18 AND L76 

L78 8 S L77 NOT 3/SC 

L7 9 1 S L1,L2 AND L7 6 

L80 9 S L22,L79 

L81 1 S L1,L2 AND L75 

L82 9 S L80,L81 

L83 7 S L78 NOT L82 
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L84 
L85 
L86 
L87 
L88 
L8 9 
L90 



1 

388 
376 



26 
0 
0 
0 



SEL DN AN 6 

S L83 AND E1-E3 

S L76 NOT L77,L82 

S L85 AND (PY<=2003 OR PRY<=2003 OR AY<=2003) 
S L74(L)THU/RL AND L86 
S L87 AND L10,L11 
S L86 AND L10,L11 
S L14 AND L86 



=> fil hcaplus 

FILE 1 HCAPLUS 1 ENTERED AT 10:29:34 ON 06 DEC 2005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 6 Dec 2005 VOL 143 ISS 24 
FILE LAST UPDATED: 5 Dec 2005 ( 20051205/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

=> d 184 all hitstr 

L84 ANSWER 1 OF 1 HCAPLUS COPYRIGHT 2005 ACS on STN 
AN 1999:275792 HCAPLUS 
DN 131:67664 

ED Entered STN: 05 May 1999 

TI Modulation of peroxynitrite- and hypochlorous acid-induced inactivation of 

. alpha . 1-antiproteinase by 

mercaptoethylguanidine 
AU Whiteman, Matthew; Szabo, Csaba; Halliwell, Barry 

CS International Antioxidant Research Centre, Pharmacology Group, Kings 

College, University of London, London, SW3 6LX, UK 
SO British Journal of Pharmacology (1999), 126(7), 1646-1652 

CODEN: BJPCBM; ISSN: 0007-1188 
PB Stockton Press 
DT Journal 
LA English 
CC 1-4 (Pharmacology) 

AB Peroxynitrite is a cytotoxic species that can be formed, among other 
mechanisms, by the rapid reaction of superoxide with nitric 
oxide. Peroxynitrite formation has been implicated in a wide 
range of neurodegenerative and chronic inflammatory diseases, as has the 
formation of hypochlorous acid by myeloperoxidase. There is considerable 
interest in the development of peroxynitrite scavengers as therapeutic 
agents. The thiol compound mercaptoethylguanidine has been suggested to 
fulfil this role since it has recently been shown to be not only a potent 
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inhibitor of inducible nitric oxide synthase 

but also a scavenger of peroxynitrite. Indeed, it has been shown to be 
protective in some exptl. models of circulatory shock and inflammation at 
plasma levels in the approx. range 100-300 |^M. One protein inactivated 
by peroxynitrite is the major inhibitor of serine proteinases in human 
body fluids, . alpha. 1-antiproteinase. At 

high (250-1000 jiM) concns., mercaptoethylguanidine was found to be 
effective in preventing peroxynitrite-mediated tyrosine nitration and 
ctl-AP inactivation. By contrast, lower concns. of 
mercaptoethylguanidine (1-60 uM) enhanced the inactivation of . 
alpha. 1-antiproteinase by peroxynitrite. At 

all concns. tested (1 - 1000 jaM) , mercaptoethylguanidine decreased the 
inactivation of . alpha . 1-antiproteinase by 

hypochlorous acid. We suggest that products of reaction of 
mercaptoethylguanidine with peroxynitrite or peroxynitrite-derived 
products could cause damage to . alpha. 1- 

antiproteinase, and possibly other proteins in vivo, whereas 

scavenging of hypochlorous acid by mercaptoethylguanidine could contribute 

to its anti-inflammatory action in vivo. 
ST mercaptoethylguanidine peroxynitrite hypochlorous acid interaction 

antiproteinase; nitric oxide iNOS peroxynitrite 

scavenger mercaptoethylguanidine; alfal antiproteinase 

mercaptoethylguanidine peroxynitrite antiinflammatory hypochlorate 
IT Anti-inflammatory agents 

Drug interactions 

Scavengers 

(modulation of peroxynitrite- and hypochlorous acid-induced 
inactivation of a 1-antiproteinase 
by mercaptoethylguanidine) 
IT 1190-74-5, Mercaptoethylguanidine 7790-92-3, Hypochlorous acid 
19059-14-4, Peroxynitrite 

RL: BAC (Biological activity or effector, except adverse); BPR (Biological 
process); BSU (Biological study, unclassified); BIOL (Biological study); 
PROC (Process) 

(modulation of peroxynitrite- and hypochlorous acid-induced 
inactivation of a 1-antiproteinase 
by mercaptoethylguanidine) 
IT 9041-92-3, a 1 -Antiproteinase 

10102-43-9, Nitric oxide, biological studies 
125978-95-2, Nitric oxide synthase 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(modulation of peroxynitrite- and hypochlorous acid-induced 
inactivation of a 1-antiproteinase 
by mercaptoethylguanidine) 
RE.CNT 4 7 THERE ARE 4 7 CITED REFERENCES AVAILABLE FOR THIS RECORD 
RE 

(1) Abe, K; Neurol Res 1997, V19, P124 HCAPLUS 

(2) Aruoma, O; Biochem Pharmacol 1989, V38, P4353 HCAPLUS 

(3) Beal, M; Ann Neurol 1997, V42, P644 MEDLINE 

(4) Beckman, J; Methods Enzymol 1994, V233, P229 HCAPLUS 

(5) Brahn, E; J Rheumatol 1998, V25, P1785 HCAPLUS 

(6) Bremner, J; Radiat Res, Proc 8th Int Congr Radiat Res 1987, VI, PA42 

(7) Carr, A; Arch Biochem Biophys 1997, V332, P63 

(8) Chidwick, K; Annals Rheum Dis 1991, V50, P78 

(9) Cuzzocrea, S; Free Rad Biol Med 1998, V24, P450 HCAPLUS 

(10) Domigan, N; J Biol Chem 1995, V270, P16542 HCAPLUS 

(11) Folkes, L; Arch Biochem Biophys 1995, V323, P120 HCAPLUS 

(12) Fukayama, N; Free Rad Biol Med 1997, V22, P771 

(13) Gatti, R; FEBS Letts 1994, V348, P287 HCAPLUS 
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(14) Good, P; Am J Path 1996, V149, P21 MEDLINE 

(15) Good, P; J Neuropath Exptl Neurol 1998, V57, P338 MEDLINE 

(16) Halliwell, B; Adv Pharmacol 1997, V38, P3 HCAPLUS 

(17) Halliwell, B; FEBS Letts 1987, V231, P15 

(18) Halliwell, B; FEBS Letts 1997, V411, P157 HCAPLUS 

(19) Halliwell, B; Meth Enzymol 1998, V301, P333 

(20) Hooper, D; Proc Natl Acad Sci USA 1998, V95, P675 HCAPLUS 

(21) Hughes, M; J Chem Soc (A) 1968, P450 HCAPLUS 

(22) Huie, R; Free Rad Res 1993, V18, P195 HCAPLUS 

(23) Jang, D; Free Radic Biol Med 1998, V24, P1511 HCAPLUS 

(24) Karoui, H; J Biol Chem 1996, V271, P6000 HCAPLUS 

(25) Kaur, H; FEBS Letts 1994, V350, P9 HCAPLUS 

(26) Kaur, H; Free Rad Res 1997, V26, P71 HCAPLUS 

(27) Kettle, A; FEBS Letts 1996, V379, P103 HCAPLUS 

(28) Lohinai, Z; Br J Pharmacol 1998, V123, P353 HCAPLUS 

(29) Merenyi, G; Chem Res Toxicol 1997, V10, P1216 HCAPLUS 

(30) Miampamba, M; Gastroenterol 1997, V112, PA1041 

(31) Miller, M; Gastroenterol 1994, V106, PA735 

(32) Moreno, J; Chem Res Toxicol 1992, V5, P425 HCAPLUS 

(33) Morris, J; J Phys Chem 1966, V70, P3798 HCAPLUS 

(34) Prutz, W; Arch Biochem Biophys 1996, V332, P110 MEDLINE 

(35) Pryor, W; Am J Physiol 1995, V12, PL699 

(36) Rehman, A; Br J Pharmacol 1997, V122, P1702 HCAPLUS 

(37) Schraufstatter, I; J Clin Invest 1990, V85, P554 HCAPLUS 

(38) Southan, G; Br J Pharmacol 1996, V117, P619 HCAPLUS 

(39) Szabo, C; J Biol Chem 1997, V272, P9030 HCAPLUS 

(40) Van Rensberg, C; Free Rad Biol Med 1991, VI, P285 

(41) Weiss, S; New Eng J Med 1989, V320, P365 HCAPLUS 

(42) Whiteman, M; Chem Res Toxicol 1997, V10, P1240 HCAPLUS 

(43) Whiteman, M; FEBS Letts 1996, V379, P74 HCAPLUS 

(44) Whiteman, M; FEBS Letts 1997, V414, P497 HCAPLUS 

(45) Whiteman, M; Free Rad Res 1996, V25, P275 HCAPLUS 

(46) Zingarelli, B; Br J Pharmacol 1997, V120, P357 HCAPLUS 

(47) Zingarelli, B; Eur J Pharmacol 1997, V338, P55 HCAPLUS 
IT 1190-74-5, Mercaptoethylguanidine 

RL: BAC (Biological activity or effector, except adverse); BPR (Biological 
process); BSU (Biological study, unclassified); BIOL (Biological study); 
PROC (Process) 

(modulation of peroxynitrite- and hypochlorous acid-induced 
inactivation of a 1-antiproteinase 
by mercaptoethylguanidine) 

RN 1190-74-5 HCAPLUS 

CN Guanidine, (2-mercaptoethyl ) - (6CI, 8CI, 9CI) (CA INDEX NAME) 



II 

H2N- C~ NH~ CH2~ CH2~ SH 

IT 9041-92-3, a 1-Antiproteinase 

10102-43-9, Nitric oxide, biological studies 
125978-95-2, Nitric oxide synthase 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(modulation of peroxynitrite- and hypochlorous acid-induced 
inactivation of a 1-antiproteinase 
by mercaptoethylguanidine) 
RN 9041-92-3 HCAPLUS 

CN Trypsin inhibitor, ccl- (9CI) (CA INDEX NAME) 



jan delaval - 6 december 2005 



weddington - 10 / 669250 



Page 6 



*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
RN 10102-43-9 HCAPLUS 

CN Nitrogen oxide (NO) (8CI, 9CI) (CA INDEX NAME) 



N=0 



RN 125978-95-2 HCAPLUS 

CN Synthase, nitric oxide (9CI) (CA INDEX NAME) 
*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 



=> d 182 bib abs hitstr retable tot 

L82 ANSWER 1 OF 9 HCAPLUS COPYRIGHT 2005 ACS on STN 
AN 2005:968910 HCAPLUS 
DN 143:222096 

TI .alpha. 1-Anti trypsin monotherapy prolongs 

islet allograft survival in mice 
AU Lewis, Eli C; Shapiro, Leland; Bowers, Owen J.; Dinarello, 

Charles A. 

CS Department of Medicine, University of Colorado at Denver and Health 

Sciences Center, Denver, CO, 80262, USA 
SO Proceedings of the National Academy of Sciences of the United States of 

America (2005), 102(34), 12153-12158 

CODEN: PNASA6; ISSN: 0027-8424 
PB National Academy of Sciences 
DT Journal 
LA English 

AB Islet transplantation for type 1 diabetic patients shows promising results 
with the use of nondiabetogenic immunosuppressive therapy. However, in 
addition to compromising the immune system of transplant recipients, 
long-term studies demonstrate that islet viability is impaired. Here, we 
demonstrate that, in the absence of immunosuppressive agents, monotherapy 
with clin. -grade human . alpha . 1-anti trypsin 

(hAAT) , the major serum serine-protease inhibitor, prolongs islet graft 
survival and normoglycemia in transplanted allogeneic diabetic mice, 
lasting until the development of anti-hAAT antibodies. Compared to 
untreated or albumin-control-treated graft recipients, which rejected 
islets at day 10, AAT-treated mice displayed diminished cellular 
infiltrates and intact intragraft insulin production throughout treatment. 
Using peritoneal infiltration models, we demonstrate that AAT decreases 
allogeneic f ibroblast-elicited natural-killer-cell influx by 89%, CD3-pos. 
cell influx by 44%, and thioglycolate-elicited neutrophil emigration by 
66%. ATT also extended islet viability in mice after streptozotocin- 
induced beta cell toxicity. In vitro, several islet responses to 
IL-lp/IFNy stimulation were examined In the presence of AAT, 
islets displayed enhanced viability and inducible insulin secretion. 
Islets also released 36% less nitric oxide and 82% 
less macrophage inflammatory protein 1 a and expressed 63% fewer 
surface MHC class II mols. TNFct release from IL-ip/IFN-y- 
stimulated islet cells was reduced by 99%, accompanied by an 8-fold 
increase in the accumulation of membrane TNFa on CD45-pos. islet 
cells. In light of the established safety record and the nondiabetogenic 
potential of AAT, these data suggest that AAT may be beneficial as 
adjunctive therapy in patients undergoing islet transplantation. 
IT 9041-92-3, a 1-Anti trypsin 
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RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 
(a 1-antitrypsin monotherapy 
prolongs islet allograft survival in mice) 
RN 9041-92-3 HCAPLUS 

CN Trypsin inhibitor, ctl- (9CI) (CA INDEX NAME) 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
RETABLE 
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AB 



IT 



RN 
CN 



A method for treating and preventing bacterial diseases is provided. In 
particular, the invention provides compns. and methods for inhibition of 
Gram neg., Gram pos . and acid fast bacilli in general and tuberculosis 
(TB) , mycobacterium avium complex (MAC), and anthrax in particular. The 
invention relates to modulation of cellular activities, including 
macrophage activity, and the like. More particularly, the invention 
relates to the inhibitory compds . comprising naturally occurring and 
man-made inhibitors of serine protease. Inhibitors of the invention 
include . alpha. 1 -antitrypsin. 
10102-43-9, Nitric oxide, biological studies 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(serine protease inhibitors for treatment of bacterial infections) 
10102-43-9 HCAPLUS 

Nitrogen oxide (NO) (8CI, 9CI) (CA INDEX NAME) 



N=0 

IT 9041-92-3, a 1-Anti trypsin 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(serine protease inhibitors for treatment of bacterial infections) 
RN 9041-92-3 HCAPLUS 

CN Trypsin inhibitor, al- (9CI) (CA INDEX NAME) 
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A novel method of treating and preventing diseases is provided. In 
particular, compns . and methods of blocking diseases associated with aberrant 
levels of nitric oxide and facilitated by a serine 

proteolytic (SP) activity are disclosed, which consist of administering to 
a subject a therapeutically effective amount of a compound having a serine 
protease inhibitory activity. Among effective compds . are .alpha 
. 1-anti trypsin and synthetic drugs mimicking some or 
all of the actions of . alpha. 1- antitrypsin . 
IT 10102-43-9, Nitric oxide, biological studies 
501433-35-8, Inducible nitric oxide 
synthase 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(inhibitors of serine protease activity, methods and compns. for 
treatment of nitric oxide induced pathol. 
conditions) 
RN 10102-43-9 HCAPLUS 

CN Nitrogen oxide (NO) (8CI, 9CI) (CA INDEX NAME) 



N=0 

RN 501433-35-8 HCAPLUS 

CN Synthase, nitric oxide, 2 (9CI) 



(CA INDEX NAME) 



*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
IT 9041-92-3, a 1-Anti trypsin 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(inhibitors of serine protease activity, methods and compns. for 
treatment of nitric oxide induced pathol. 
conditions ) 
RN 9041-92-3 HCAPLUS 

CN Trypsin inhibitor, al- (9CI) (CA INDEX NAME) 
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CODEN: FAJOEC; ISSN: 0892-6638 
PB Federation of American Societies for Experimental Biology 
DT Journal 
LA English 

AB Several observations suggest the existence of potent endogenous 

suppressors of human immunodeficiency virus type 1 (HIV-1) production, and 
inhibitors of serine proteases may participate in this effect. 
Alpha-l-antitrypsin (AAT) is the most abundant 

circulating serine protease inhibitor. Physiol. AAT concns . inhibited 
HIV-1 production in chronically infected Ul monocytic cells, reduced virus 
replication in freshly infected peripheral blood mononuclear cells, and 
blocked infection of permissive HeLa cells. In Ul cells, AAT suppressed 
activation of the HIV-l-inducing transcription factor NF-kB. 
Similar results were obtained using CE-2072, a synthetic inhibitor of host 
serine proteases. HIV-1 did not replicate in blood obtained from healthy 
volunteers, but marked replication was observed in blood from individuals 
with hereditary AAT deficiency. These results identify AAT as a candidate 
circulating HIV-1 inhibitor in vivo. Two different mechanisms of 
AAT-induced HIV-1 inhibition were identified, including reduced HIV-1 
infectivity and blockade of HIV-1 production A novel host-pathogen 
interaction is suggested, and an alternative strategy to treat 
HIV-l-related disease may be possible. 
IT 9041-92-3 

RL: BAC (Biological activity or effector, except adverse); BPR (Biological 
process); BSU (Biological study, unclassified); THU (Therapeutic use); 
BIOL (Biological study); PROC (Process); USES (Uses) 
(alpha-l-antitrypsin inhibits HIV-1) 
RN 9041-92-3 HCAPLUS 

CN Trypsin inhibitor, al- (9CI) (CA INDEX NAME) 
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therapeutically effective amount of a compound having a serine protease 
inhibitory or serpin activity. Among compds . are a 
1-anti trypsin (AAT) , peptide derivs . from the 

carboxyterminal end of AAT, and man-made, synthetic compds. mimicking the 
action of such compds. The preferred viral infections include retroviral 
infection such as human immunodeficiency virus (HIV) infection. A method 
for treating other pathol. conditions mediated my a serine protease is 
also disclosed. 

IT 9041-92-3, a 1 -Anti trypsin 

RL: BAC (Biological activity or effector, except adverse); BPR (Biological 
process); BSU (Biological study, unclassified); THU (Therapeutic use); 
BIOL (Biological study); PROC (Process); USES (Uses) 

(serine protease inhibitors for treatment of viral infections and other 
conditions, and use with other agents) 

RN 9041-92-3 HCAPLUS 

CN Trypsin inhibitor, otl- (9CI) (CA INDEX NAME) 
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Compns. and methods of treating and preventing a viral infection are 
provided. A method of blocking a viral infection facilitated by a serine 
proteolytic (SP) activity is disclosed, which involves administering to a 
subject suffering or about to suffer from a viral infection a 
therapeutically effective amount of a substance having serine protease 
inhibitory activity or serpin activity. Among the substances found to be 
useful are .alpha. 1-anti trypsin (AAT), 

peptide derivs. from the carboxy terminal end of AAT and synthetic drugs 
mimicking the action of such substances. The invention is particularly 
well suited for checking a viral infection mediated by members of 
herpes viridae family. 
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RL: BAC (Biological activity or effector, except adverse); BPR (Biological 
process); BSU (Biological study, unclassified); THU (Therapeutic use); 
BIOL (Biological study); PROC (Process); USES (Uses) 

(serine protease inhibitors and methods and compns . for treatment of 
herpes virus infections) 
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A method is provided for treating an animal suffering a disease 
characterized by excessive apoptosis by administering a therapeutically 
effective amount of at least one serine protease inhibitor and thereafter 
monitoring a decrease in apoptosis. The inhibitor of the invention 
includes .alpha. 1-anti trypsin or an . 
alpha. 1- antitrypsin- like agent, including but 
not limited to oxidation-resistant variants of .alpha. 1- 
antitrypsin, and peptoids with antitrypsin activity. The diseases 
treatable by the invention include cancer, autoimmune disease, sepsis 
neurodegenerative disease, myocardial infarction, stroke, 
ischemia-reperfusion injury, toxin induced liver injury and AIDS. The 
method of the invention is also suitable for the prevention or 
amelioration of diseases characterized by excessive apoptosis. 
9041-92-3, a 1 Antitrypsin 
9041-92-3D, a 1 Antitrypsin, 



AU 2000037314 
PRAI US 1999-123167P 
WO 2000-US6069 

AB 
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variants 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(serine protease inhibitors for inhibiting apoptosis, and therapeutic 
use) 

RN 9041-92-3 HCAPLUS 

CN Trypsin inhibitor, al- (9CI) (CA INDEX NAME) 



*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
RN 9041-92-3 HCAPLUS 

CN Trypsin inhibitor, al- (9CI) (CA INDEX NAME) 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
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AN 2000 : 628008 HCAPLUS 
DN 133:217724 

TI Inhibitors of serine protease activity, and methods and compositions for 

treatment of nitric oxide-induced clinical conditions 
IN Shapiro , Leland 

PA The Trustees of University Technology Corp., USA 
SO PCT Int. Appl., 50 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 4 



PI 



PATENT NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 


WO 


2000051623 




A2 




20000908 




WO 2000- 


US5556 




20000303 


WO 


2000051623 




A3 




20001214 




















W: AE, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


CA, 


CH, 


CN, 


CR, CZ, 




DE, 


DK, 


DM, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, IN, 




is, 


JP, 


KE, 


KG, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, MG, 




MK, 


MN, 


MW, 


MX, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


si, 


SK, SL, 




TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


UZ, 


VN, 


YU, 


ZA, 


ZW, 


AM, 


AZ, 


BY, KG, 




KZ, 


MD, 


RU, 


TJ, 


TM 
























RW: GH, 


GM, 


KE, 


LS, 


MW, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 


CY, DE, 




DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


BF, 


BJ, CF, 




CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 








AU 


2000035115 




A5 




20000921 




AU 2000- 


35115 




20000303 


US 


6489308 






Bl 




20021203 




US 2000- 


518097 




20000303 


US 


1999-123167P 




P 




19990305 


















US 


1999-156523P 




P 




19990929 


















WO 


2000-US5556 




W 




20000303 



















AB 



IT 



RN 
CN 



A method of treating and preventing diseases is provided. In particular, 
compns . and methods of blocking diseases associated with aberrant levels of 
nitric oxide and facilitated by a serine proteolytic 

activity are disclosed, which consist of administering to a subject a 
therapeutically effective amount of a compound having a serine protease 
inhibitory activity. Among effective compds . are a 
1-antitrypsin and synthetic drugs mimicking some or all 
of the actions of .alpha. 1-antitrypsin. 
125978-95-2, Nitric oxide synthase 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(inhibitors; serine protease inhibitors for treatment of NO-induced 
diseases ) 

125978-95-2 HCAPLUS 

Synthase, nitric oxide (9CI) (CA INDEX NAME) 



jan delaval - 6 december 2005 



weddington - 10 / 669250 



Page 



*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 

IT 9001-92-7, Protease 

RL: BAG (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(inhibitory; serine protease inhibitors for treatment of NO-induced 

diseases) 
RN 9001-92-7 HCAPLUS 
CN Proteinase (9CI) (CA INDEX NAME) 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 

IT 55-63-0, Nitroglycerine 56-06-4, 2 , 4 -Diamino-6- 

hydroxypyrimidine 71-44-3, Spermine 79-17-4, 

Aminoguanidine 124-20-9, Spermidine 140-64-7, 

Pentamidine isethionate 151-16-6 298-83-9, p-Nitroblue 

tetrazolium chloride 867-44-7 1071-37-0, 

2-Ethyl-2-thiopseudourea hydrobromide 1190-74-5, 

Mercaptoethylguanidine 2149-70-4 2751-09-9, 

Troleandomycin 2942-42-9, 7-Nitroindazole 2986-19-8, 

S-Methylisothiourea 2986-20-1, S-Ethylisothiourea 

9041-92-3, a 1 -Antitrypsin 

13395-35-2, 2-Iminobiotin 17035-90-4 18144-22-4 
20933-81-7 21835-19-8 22722-03-8, 
S-Ethylisothiourea sulfate 25769-03-3, 1- 
Pyrrolidinecarbodithioic acid 30344-00-4 33876-97-0 
36889-13-1 50912-92-0 53774-63-3 
57564-91-7, S-Nitroso-glutathione 66036-77-9, 
NG-Nitro-D-arginine 74209-34-0, 3-Bromo-7-nitroindazole 
75830-53-4 79032-48-7, S-Nitroso-N-acetylpenicillamine 
133587-00-5, NG-Monomethyl-L-arginine acetate 137694-74-7 
150403-88-6 156719-37-8, L-Thiocitrulline 
156719-41-4, S-Methyl-L-thiocitrulline 209248-80-6 
209248-86-2 209589-59-3 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(serine protease inhibitors for treatment of NO-induced diseases) 
RN 55-63-0 HCAPLUS 

CN 1,2,3-Propanetriol, trinitrate (9CI) (CA INDEX NAME) 



0- N02 

02N- O- CH2~ CH~ CH2~ 0~ N02 
RN 56-06-4 HCAPLUS 

CN 4 (1H) -Pyrimidinone, 2, 6-diamino- (8CI, 9CI) (CA INDEX NAME) 



NH2 

1 

^NH 



0 NH2 
RN 71-44-3 HCAPLUS 

CN 1, 4-Butanediamine, N, N ' -bis ( 3-aminopropyl ) - (8CI, 9CI) (CA INDEX NAME) 
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H2N- <CH 2 )3-NH- (CH 2 )4^NH- (CH2)3~NH2 
RN 79-17-4 HCAPLUS 

CN Hydrazinecarboximidamide (9CI) (CA INDEX NAME) 



II 

H2N- C- NH-NH2 

RN 124-20-9 HCAPLUS 

CN 1, 4-Butanediamine, N- ( 3-aminopropyl ) - (8CI, 9CI) (CA INDEX NAME) 



H2N- (CH2)4~NH- (CH 2 )3-NH2 
RN 140-64-7 HCAPLUS 

CN Ethanesulf onic acid, 2-hydroxy-, compd. with 4, 4'- [1,5- 

pentanediylbis (oxy) ]bis [benzenecarboximidamide] (2:1) (9CI) (CA INDEX 
NAME) 

CM 1 

CRN 107-36-8 
CMF C2 H6 04 S 



HO-CH 2 -CH 2 -S03H 



CM 2 

CRN 100-33-4 

CMF C19 H24 N4 02 




NH 



RN 151-16-6 HCAPLUS 

CN Carbamimidothioic acid, 2-aminoethyl ester (9CI) (CA INDEX NAME) 



II 

H2N- C- S~ CH 2 ~ CH2~ NH2 
RN 298-83-9 HCAPLUS 
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CN 2H-Tet razolium, 2 , 2 1 - ( 3 , 3 ' -dimethoxy [ 1 , 1 ' -biphenyl ] -4 , 4 ■ -diyl ) bis [ 3- ( 4 - 
nitrophenyl) -5-phenyl-, dichloride (9CI) (CA INDEX NAME) 




N02 



N02 



• 2 Cl- 

RN 867-44-7 HCAPLUS 

CN Carbamimidothioic acid, methyl ester, sulfate (2:1) (9CI) 
CM 1 

CRN 7664-93-9 
CMF H2 04 S 



(CA INDEX NAME) 



HO- S~ OH 

II 
O 

CM 



CRN 2986-19-8 
CMF C2 H6 N2 S 



NH 

II 

H2N- C-S-CH3 



RN 1071-37-0 HCAPLUS 

CN Carbamimidothioic acid, ethyl ester, monohydrobromide (9CI) (CA INDEX 
NAME) 
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NH 
II 

H2N- C-SEt 
• HBr 

RN 1190-74-5 HCAPLUS 

CN Guanidine, (2-mercaptoethyl) - (6CI, 8CI, 9CI) <CA INDEX NAME) 



NH 
li 

H2N~ C~ NH- CH2~ CH2~ SH 
RN 2149-70-4 HCAPLUS 

CN L-Ornithine, N5- [imino (nitroamino) methyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



NH2 



H 

-N^ 



H 



02N 



(CH 2 )3 



'C02H 



NH 



RN 2751-09-9 HCAPLUS 

CN Oleandomycin, triacetate (ester) (8CI, 9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



AcQ 



MeO 
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RN 
CN 



2942-42-9 HCAPLUS 

IH-Indazole, 7-nitro- (6CI, 7CI, 8CI, 9CI) (CA INDEX NAME) 




N02 



N 



RN 
CN 



2986-19-8 HCAPLUS 

Carbamimidothioic acid, methyl ester (9CI) (CA INDEX NAME) 



NH 



H 2 N 



C-S-CH3 



RN 
CN 



2986-20-1 HCAPLUS 

Carbamimidothioic acid, ethyl ester (9CI) (CA INDEX NAME) 



H2N- C-SEt 

RN 9041-92-3 HCAPLUS 

CN Trypsin inhibitor, ctl- (9CI) (CA INDEX NAME) 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 
RN 13395-35-2 HCAPLUS 

CN lH-Thieno[3, 4-d] imidazole-4-pentanoic acid, 2-amino-3a, 4, 6, 6a-tetrahydro- , 
(3aS,4S, 6aR)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 17035-90-4 HCAPLUS 

CN L-Ornithine, N5- [imino (methylamino) methyl] - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



HO2C 




(CH 2 )4 



H 
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NH 



MeNH 



^N 
H 



(CH 2 )3 S/ C02H 



NH2 



RN 18144-22-4 HCAPLUS 

CN Carbamimidothioic acid, 2-aminoethyl ester, sulfate (1:1) (9CI) <CA INDEX 
NAME) 



CM 1 



CRN 7664-93-9 
CMF H2 04 S 



0 
II 

HO- S- OH 
0 



CM 2 

CRN 151-16-6 
CMF C3 H9 N3 S 



II 

H2N- C- S- CH2~ CH2~ NH2 
RN 20933-81-7 HCAPLUS 

CN L-Ornithine, N5- [ (ethylamino) iminomethyl ] - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 




NHEt 



RN 21835-19-8 HCAPLUS 

CN L-Lysine, N6- [imino (nit roamino) methyl] - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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02N 




RN 22722-03-8 HCAPLUS 

CN Carbamimidothioic acid, ethyl ester, sulfate (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 7664-93-9 

CMF H2 04 S 

0 
II 

HO- S- OH 

• II 
0 

CM 2 

CRN 2986-20-1 

CMF C3 H8 N2 S 



H 2 N~ C-SEt 

RN 257 69-03-3 HCAPLUS 

CN 1-Pyrrolidinecarbodithioic acid (7CI, 8CI, 9CI) (CA INDEX NAME) 



RN 30344-00-4 HCAPLUS 

CN L-Ornithine, N5- [bis (methylamino) methylene ] - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



CS2H 





NH2 



NHMe 
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RN 33876-97-0 HCAPLUS 

CN 1, 2, 3-Oxadiazolium, 5-amino-3- (4-morpholinyl ) -, inner salt (9CI) (CA 
INDEX NAME) 




RN 36889-13-1 HCAPLUS 

CN L-Ornithine, N5- ( 1-iminoethyl ) - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 




RN 50912-92-0 HCAPLUS 

CN D-Ornithine, N5- [imino (nit roamino) methyl ] methyl ester, 
monohydrochloride (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




• HC1 



RN 5377 4-63-3 HCAPLUS 

CN L-Lysine, N6- ( 1-iminoethyl ) - (9CI) (CA INDEX NAME) 
Absolute stereochemistry . 




RN 57564-91-7 HCAPLUS 

CN Glycine, L-y-glutamyl-S-nitroso-L-cysteinyl- (9CI) (CA INDEX NAME) 
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Absolute stereochemistry. 




RN 66036-77-9 HCAPLUS 

CN D-Ornithine, N5- [ imino (nitroamino) methyl ] - (9CI) (CA INDEX NAME) 
Absolute stereochemistry . 




NH 



RN 74209-34-0 HCAPLUS 

CN lH-Indazole, 3-bromo-7-nitro- (9CI) (CA INDEX NAME) 



N02 




Br 



RN 7 5830-53-4 HCAPLUS 

CN L-Lysine, N6- [ imino (methylamino) methyl ] - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 



NH 




RN 79032-48-7 HCAPLUS 

CN D-Valine, N-acetyl-3- (nitrosothio) - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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Me 

Me 



NHAc 



RN 133587-00-5 HCAPLUS 

CN L-Ornithine, N5- [imino (methylamino) methyl ] acetate (9CI) (CA INDEX 
NAME) 

CM 1 

CRN 17035-90-4 
CMF C7 H16 N4 02 

Absolute stereochemistry. 
NH 

(CH 2 )3 S/C02H 



NH 

A. 



MeNH N 
H 



CM 



NH2 



CRN 64-19-7 
CMF C2 H4 02 



0 

II 

HO- C~ CH3 

RN 137694-74-7 HCAPLUS 

CN D-Ornithine, N5- [imino (methylamino) methyl ] - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 

NH 

/(CH 2 )3 D/C02H 



MeNH N >X T / 
H ; 

NH 2 

RN 150403-88-6 HCAPLUS 

CN L-Ornithine, N5- ( 1-iminoethyl ) - , monohydrochloride (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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NH 

(CH2)3 S/C02H 



Me N 
H 



NH2 



• HC1 

RN 156719-37-8 HCAPLUS 

CN L-Ornithine, N5- ( aminothioxomethyl ) - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 

S 

(CH 2 )3 S/ C0 2 H 



H2N N 
H 



NH 2 



RN 156719-41-4 HCAPLUS 

CN L-Ornithine, N5- [imino (methylthio) methyl] - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. Rotation ( + ) . 

NH 

(CH 2 )3 x s^C0 2 H 
NH 2 




MeS N 
H 



RN 20924 8-80-6 HCAPLUS 

CN L-Ornithine, N5- [ (ethylamino) iminomethyl ] monoacetate (9CI) (CA INDEX 
NAME) 

CM 1 

CRN 20933-81-7 
CMF C8 H18 N4 02 

Absolute stereochemistry. 
NH2 

H 

. N^ ^ NHEt 

H0 2 C S (CH 2 ) 3 



CM 





NH 
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CRN 64-19-7 
CMF C2 H4 02 



O 
II 

HO- C-CH3 

RN 209248-86-2 HCAPLUS 

CN L-Lysine, N6- [ imino (methylamino) methyl] -, monoacetate (9CI) (CA INDEX 
NAME) 

CM 1 

CRN 75830-53-4 
CMF C8 H18 N4 02 

Absolute stereochemistry. 
NH 

(CH 2 ) 4 s ,C0 2 H 



NH 

A. 



MeNH N 
H 



CM 



NH2 



CRN 64-19-7 
CMF C2 H4 02 



0 

HO- C-CH3 

RN 209589-59-3 HCAPLUS 

CN L-Ornithine, N5- [imino (methylthio) methyl] dihydrochloride (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. Rotation (+} . 
NH 

(CH2)3 s .CO2H 



MeS N 
H 



NH 2 



• 2 HC1 

IT 10102-43-9, Nitric oxide, biological studies 
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RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(serine protease inhibitors for treatment of NO-induced diseases) 
RN 10102-43-9 HCAPLUS 

CN Nitrogen oxide (NO) (8CI, 9CI) (CA INDEX NAME) 



N=0 
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TI Interleukin-ip-induced rat pancreatic islet nitric 

oxide synthesis requires both the p38 and extracellular 
signal-regulated kinase 1/2 mitogen-activated protein kinases 

AU Larsen, Claus M. ; Wadt, Karin A. W.; Juhl, Lone F. ; Andersen, Henrik U.; 
Karlsen, Allan E. ; Su, Michael S.-S.; Seedorf, Klaus; Shapiro, 
Leland; Dinarello, Charles A.; Mandrup-Poulsen, Thomas 

CS Univ. Colorado Health Sciences Center, Denver, CO, 80262, USA 

SO Journal of Biological Chemistry (1998), 273(24), 15294-15300 
CODEN: JBCHA3; ISSN: 0021-9258 

PB American Society for Biochemistry and Molecular Biology 

DT Journal 

LA English 

AB Interleukin-ip (IL-ip) is cytotoxic to rat pancreatic 

p-cells by inhibiting glucose oxidation, causing DNA damage, and 
inducing apoptosis. Nitric oxide (NO) is a necessary 
but not sufficient mediator of these effects. IL-ip induced kinase 
activity toward Elk-1, activation transcription factor 2, c-Jun, and heat 
shock protein 25 in rat islets. By Western blotting with phosphospecif ic 
antibodies and by immunocomplex kinase assay, IL-ip was shown to 
activate extracellular signal-regulated kinase (ERK) 1/2 and p38 
mitogen-activated protein kinase (p38) in islets and rat insulinoma cells. 
Specific ERK1/2 and p38 inhibitors individually reduced but in combination 
blocked IL-ip-mediated islet NO synthesis, and reverse 
transcription-polymerase chain reaction of inducible NO synthase mRNA 
showed that ERK1/2 and p38 controlled IL-ip-induced islet inducible 
NO synthase expression at the transcriptional level. Hyperosmolarity 
caused phosphorylation of Elk-1, activation of transcription factor 2, and 
heat shock protein 25, and activation of ERK1/2 and p38 in islets 
comparable to that induced by IL-ip but did not lead to NO synthesis. 
Inhibition of p38 but not of ERK1/2 attenuated IL-ip-mediated 
inhibition of glucose-stimulated insulin release. Thus, ERK1/2 and p38 
activation is necessary but not sufficient for IL-lp-mediated 
p-cell NO synthesis and p38 is involved in signaling of 
NO-independent effects of IL-ip in p-cells. 

IT 10102-43-9, Nitric oxide, biological studies 

RL: BSU (Biological study, unclassified); MFM (Metabolic formation); BIOL 
(Biological study); FORM (Formation, nonpreparative) 

(ERK1/2 and p38 kinases activation is necessary but not sufficient for 
interleukin-ip-mediated p-cell nitric oxide 

formation and p38 is involved in signaling of NO-independent effects of 
IL-ip in pancreatic p-cells) 
RN 10102-43-9 HCAPLUS 

CN Nitrogen oxide (NO) (8CI, 9CI) (CA INDEX NAME) 
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TI Protective effect of S-nitrosylated .alpha. 1- 

protease inhibitor on hepatic ischemia-reperf usion 
injury. 

AU Ikebe N.; Akaike T. ; Miyamoto Y. ; Hayashida K. ; Yoshitake J.; Ogawa M . ; 
Maeda H. 

CS H. Maeda, Department of Microbiology, Kumamoto Univ. School of Medicine, 
2-2-1 Honjo, Kumamoto 860-0811, Japan, msmaedah@gpo.kumamoto-u.ac.jp 

SO Journal of Pharmacology and Experimental Therapeutics, (2000) Vol. 295, 
No. 3, pp. 904-911. 
Refs: 40 

ISSN: 0022-3565 CODEN: JPETAB 
CY United States 
DT Journal; Article 
FS 030 Pharmacology 

037 Drug Literature Index 

LA English 
SL English 

ED Entered STN: 20001221 

Last Updated on STN: 20001221 
AB S-Nitrosylated compounds (nitrosothiols ; RS-NOs) function as nitric oxide 

(NO) reservoirs and preserve the antioxidant activities of NO. We found 

remarkable cytoprotection by an S-nitrosylated protease inhibitor 

from human plasma, S-nitroso- . alpha. 1-protease 

inhibitor (S-NO-al-PI) that possesses a completely 

nitrosylated SH group, in hepatic ischemia-reperf usion injuries in rats. 
Liver ischemia was induced in rats by occluding both the portal vein and 
hepatic artery for 30 min and was followed by reperf usion. 
S-NO-ctl-PI and control compounds such as native ocl-PI, an NO 
synthase (NOS) inhibitor, and standard RS-NOs were given via the 
portal vein just after reperf usion was initiated. Liver injury was 
evaluated by measuring the extracellular release of liver enzymes 
(aspartate aminotransferase, alanine aminotransferase, and lactate 
dehydrogenase) . Infiltration of neutrophils and induction of apoptosis 
and heme oxygenase-1 (HO-1) in the liver were also examined. Maximal 
liver injury occurred at 3 h after reperfusion and then decreased 
gradually. Not only did S-NO-ctl-PI treatment (0.1 nmol; 5.3 
mg/rat) greatly reduce elevation of liver enzymes in plasma, as well as 
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neutrophil accumulation and apoptotic change in liver, it also improved 
the impaired hepatic blood flow as assessed by laser Doppler flowmetry and 
potentiated the induction of HO-1 in the liver. Although native 
otl-PI moderately reduced liver injury, low molecular weight RS-NOs 
such as S-nitroso-glutathione and S-nitroso-N-acetyl penicillamine 
produced no obvious protective effect. An NOS inhibitor 
exacerbated the hepatic ischemia-reperf usion injuries. These results 
suggest that S-NO-otl-PI exerts a potent cytoprotective effect on 
ischemia-reperfusion liver injury by maintaining tissue blood flow, 
inducing HO-1, and suppressing neutrophil-induced liver damage and 
apoptosis . 
CT Medical Descriptors: 
*liver ischemia 
*reperfusion injury 
*liver protection 
liver injury 
apoptosis 
neutrophil 
tissue blood flow 
nonhuman 
rat 

animal experiment 
animal model 
controlled study 
animal tissue 
article 

priority journal 
Drug Descriptors: 

*alpha 1 antitrypsin: DV, drug development 

*alpha 1 antitrypsin: PD, pharmacology 

s nitrosoglutathione : DV, drug development 

s nitrosoglutathione: PD, pharmacology 

n acetyl s nitrosopenicillamine : DV, drug development 

n acetyl s nitrosopenicillamine: PD, pharmacology 

nitric oxide synthase inhibitor 

heme oxygenase 

thiol derivative 

nitric oxide 
RN (alpha 1 antitrypsin) 9041-92-3; 

(s nitrosoglutathione) 57564-91-7; (n acetyl s 

nitrosopenicillamine) 79032-48-7; (heme oxygenase) 9059-22-7; 

(thiol derivative) 13940-21-1; (nitric oxide) 10102-43-9 
CO Chemo Sero Therapeutic Research Institute (Japan); Dojindo (Japan) 
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AN 2005-272817 [28] WPIX 
DNC C2005-085234 

TI Method for treating bacterial infection in mammal, involves administering 
composition comprising substance exhibiting mammalian alpha- 
antitrypsin or serine protease inhibitor, and excipient . 

DC B0 4 D16 

IN SHAPIRO, L 

PA (SHAP-I) SHAPIRO L; (COLS) UNIV COLORADO 
CYC 108 

PI WO 2005019434 A2 20050303 (200528)* EN 78 C12N000-00 
RW: AT BE BG BW CH CY CZ DE DK EA EE ES FI FR GB GH GM GR 
LS LU MC MW MZ NA NL OA PL PT RO SD SE SI SK SL SZ TR 
W: AE AG AL AM AT AU AZ BA BB BG BR BW BY BZ CA CH CN CO 
DK DM DZ EC EE EG ES FI GB GD GE GH GM HR HU ID IL IN 
KP KR KZ LC LK LR LS LT LU LV MA MD MG MK MN MW MX MZ 
OM PG PH PL PT RO RU SC SD SE SG SK SL SY TJ TM TN TR 
US UZ VC VN YU ZA ZM ZW 
US 2005106151 Al 20050519 (200534) A61K039-395 
ADT WO 2005019434 A2 WO 2004-US27711 20040826/ US 2005106151 Al Provisional US 

2003-497703P 20030826, US 2004-926051 20040826 
PRAI US 2003-497703P 20030826; US 2004-926051 20040826 

IC ICM A61K039-395; C12NOOO-00 

ICS A61K038-48; C12N009-64 
AB WO2005019434 A UPAB: 20050504 

NOVELTY - Treatment of bacterial infection in a mammal involves 
administering a pharmaceutical composition comprising substance exhibiting 
mammalian alpha 1-anti trypsin or inhibitor 

of serine protease activity or a functional derivative, and excipient. 
DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for: 

(1) relieving or ameliorating pain or symptoms associated with 
bacterial diseases or indications in mammal suffering from mycobacterial 
diseases or indications, which involves administering the pharmaceutical 
composition; 

(2) treatment of mycobacterial infection in mammal and method of 
relieving or ameliorating pain or symptoms associated with mycobacterial 
diseases, which involves administering the composition; 

(3) inhibition of mycobacterial infection of macrophages in mammal, 
which involves administering mammalian alpha -antitrypsin or 

serine protease inhibitor to the mammal susceptible to mycobacterial 
colonization of macrophages; 
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(4) preventing deficiency of functional endogenous alpha - 
antitrypsin levels in mammal susceptible to mycobacterial 

infection mediated by endogenous host serine protease or serine protease 
like activity, which involves treating the mammal with the pharmaceutical 
composition; and 

(5) prevention of anthrax symptoms due to Bacillus anthracis, which 
involves administering substance exhibiting mammalian alpha 

1-anti trypsin or serine protease inhibitor for blocking 

endogenous host protease cell surface processing of inactive large PA into 
active smaller PA molecule. 

ACTIVITY - Antimicrobial; Antibacterial; Antiulcer; Antiinflammatory; 
Respiratory-Gen.; Antitussive; Immunosuppressive. No biological data 
given. 

MECHANISM OF ACTION - Cytokine-Antagonist ; IL-Antagonist-1 ; 
TNF-Ant agonist -Alpha; I L-Ant agonist- 18 ; Nitric-oxide-Ant agonist (all 
claimed) . 

Effect of alpha 1-anti trypsin on 
Mycobacterium avium complex infection was evaluated using human 
monocyte-derived macrophages (MDM) isolated from human peripheral blood 
mononuclear cells. MDM were infected with Mycobacterium avium (9141) 
strain and incubated for 1 hour. The supernatant was then removed and 
cytokine assays were performed. Alpha 1- 

antitrypsin significantly blocked infection of MDM with the 
strain, with a mean effect of 55%. The result concluded that alpha 
1-antitrypsin exhibited excellent serine protease 
inhibition effect. 

USE - For preventing and treating bacterial infection (mycobacterial 
infection) , anthrax, cutaneous ulceration, edema, scar formation and 
inhalation anthrax, and anthrax symptoms such as pulmonary edema, 
lymphaonaphy, pleural effusion, ventirolatory compromise, cough, sweating, 
rigors and septic shock (claimed) . 

ADVANTAGE - The method enables effective inhibition of serine 
protease, and reduction or inhibition of pain and/or symptoms associated 
with bacterial indication (s) is in the order of 10-20%, 30-40%, 50-60% or 
75-100% reduction and inhibition (claimed) . The composition is highly 
effective against gram negative, gram positive and acid-fast bacilli, and 
enables modulation of cellular activities including macrophage activity 
and inhibition of toxin. 

DESCRIPTION OF DRAWING (S) - The graph shows the effect of 
alpha 1-antitrypsin on Mycobacterium avium 
complex infection of human monocyte-derived macrophages. 
Dwg. 1/5 
FS CPI 
FA AB; GI 

MC CPI: B12-M05; B14-A01; B14-C01; B14-C03; B14-D07C; B14-J05A; B14-K01B; 
B14-L06; B14-N17B; B14-N17F; B14-S06; D05-H 

TECH UPTX: 20050504 

TECHNOLOGY FOCUS - BIOLOGY - Preferred Microbes: The mycobacterium 
inhibited are Mycobacterium tuberculosis, M.bovis, M. leprae, M. avium, 
M.chelonei, M.africanum, M.marinium, M.buruli, M.fortuitum, M. haemophilum, 
M. intracellular, M.kansasii, M.littorale, M.malmoense, M.marianum, 
M.simiae, M.szulgai, M.ulcerans, M. f lavascens, M . lepraemurium, M. microti, 
M . paratuberculosis , M . gordonae , M . gast r i , M . phlei , M . nonchromogenicum, 
M.smegmatis, M.terrae, M. triviale and M.vaccae. The mycobacterium 
comprises non-tuberculosis mycobacterium from four Runyon groups 
comprising group I (slow-growing photochromogens ) , group II (slow-growing 
scotochromogens) , group III (slow-growing non-photochromogens ) , and group 
(IV) (rapidly-growing mycobacteria. 

Preferred Component: The mammalian alphal -anti trypsin 

or other serine protease inhibitor substance is optionally a portion of 
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fusion polypeptide comprising mammalian alphal- 
antitrypsin or alpha -anti trypsin like activity substance 
and an amino acid sequence heterologous to mammalian alphal- 
anti trypsin of serine protease activity substance. 
ABEX UPTX: 20050504 

ADMINISTRATION - The pharmaceutical composition is administered orally, 
systemically, intravenously, topically, intrathecally, nasally, through an 
implant or through inhalation. The mammalian alphal- 
antitrypsin or serine inhibitor can be co-administered with 
anti-inflammatory compounds, immunomodulators, antimicrobial or antiviral 
composition. The anti-inflammatory compounds or immunomodulators are 
interferon, interferon derivatives comprising betaseron, beta-interf eron, 
prostane derivatives comprising iloprost, cicaprost, glucocorticoids 
comprising cyclosporine A, FK-506, methoxsalene, thalidomide, 
sulfasalazine, azathioprine, methotrexate, lipoxygenase inhibitors 
comprising zileutone, MK-886, WY-50295, SC-45662, SC-41661A, BI-L-357, 
leukotriene antagonists, peptide derivatives comprising ACTH and analogs, 
soluble TNF receptors, TNF-antibodies , soluble receptors of inerleukines, 
other cytokines, T-cell-proteins, antibodies against receptors of 
interleukins, other cytokines, T-cell proteins and calcipotriols and/or 
their analogues (all claimed) . The dosage of serine protease inhibitor is 
5-2000 mg/unit dosage form/day, preferably 50-500 mg/unit dosage form/day. 

LI 14 ANSWER 2 OF 11 WPIX COPYRIGHT 2005 THE THOMSON CORP on STN 

AN 2004-794491 [78] WPIX 

CR 2004-783852 [77]; 2004-794473 [78] 

DNC C2004-277250 

TI Use of a composition comprising agent (s) that suppresses nitric oxide 
synthesis and exhibits e.g. mammalian alpha 1-anti trypsin 
activity, for treating a pathological condition e.g. stroke, AIDS, 
Alzheimer's disease or septic shock. 

DC B05 

IN SHAPIRO, L 

PA (SHAP-I) SHAPIRO L 

CYC 1 

PI US 2004220242 Al 20041104 (200478)* 27 A61K031-4245 < — 

ADT US 2004220242 Al US 2003-427929 20030502 

PRAI US 2003-427929 20030502 

IC ICM A61K031-4245 

AB US2004220242 A UPAB: 20041206 

NOVELTY - Treating an animal suffering from a pathological condition 
comprises administering to the animal a composition comprising at least 
one agent that suppresses nitric oxide synthesis and exhibits mammalian 
alpha 1 -antitrypsin, alpha 1 -antitrypsin- like, 
elastase-inhibitory, or proteinase-3-inhibitory activity. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 
following: 

(1) a method of prophylactically treating an individual at risk for a 
pathological condition that is precipitated at least in part by 
inappropriate . nitric oxide; 

(2) a method of inhibiting nitric oxide production in a cell 
susceptible to producing nitric oxide; 

(3) a pharmaceutical composition comprising at least one agent 
exhibiting mammalian alpha 1-anti trypsin or alpha 1- 
antitrypsin-like activity, and a free radical scavenger or an 
antioxidant; 

(4) a method of treating ischemia reperfusion injury; 

(5) a method of sparing tissue levels of alpha 1-anti trypsin 
in an animal; and 

(6) a method of treating an animal suffering from a pathological 
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condition associated with elevated synthesis of nitric oxide. 

ACTIVITY - Antiinflammatory; Respiratory-Gen.; Anti-HIV; 
Neuroprotective; Nootropic; Antiasthmatic; Antiarteriosclerotic; 
Immunosuppressive; Cardiant ; Cytostatic; Cerebroprotective; Vasotropic; 
Hepatotropic; Auditory; Cardiovascular-Gen. ; Antidiabetic; Gynecological; 
Analgesic; Antibacterial; Nephrotropic; Antimalarial; Gastrointestinal- 
Gen.; Ophthalmological; Hypotensive; Antiarthritic; Antimigraine"; 
Osteopathic; Antiparkinsonian; Protozoacide; Antianemic; Antisickling; 
Antirheumatic; Dermatological . Experimental protocols are described but no 
biological data were given. 

MECHANISM OF ACTION - None given. 

USE - The methods are useful for treating pathological conditions 
such as acquired tubulointerstitial disease, acute pancreatitis, acute 
respiratory failure, acute respiratory distress syndrome, age-associated 
memory impairment, AIDS, airway inflammation, Alzheimer's disease, 
amyotrophic lateral sclerosis, asthma, atherosclerosis, autoimmune 
disease, autoimmune myocarditis, carcinogenesis, cerebral ischemia, 
cerebrovascular accident, chronic liver disease, chronic lung disease, 
chronic obstructive pulmonary disease, chronic otitis media, congestive 
heart failure, coronary artery disease, coronary artery ectasia, diabetes 
mellitus, diabetic neuropathy, dysfunctional uterine bleeding, 
dysmenorrhea, endotoxic shock, end-stage renal disease, falciparum 
malaria, gastric carcinogenesis, gastrointestinal pathophysiology, 
glaucoma, glutamate-induced asthma, glutamate induced Chinese restaurant 
syndrome, heart failure, heat stress, gastritis, f hot-dog headache 1 , 
Hirschsprung's disease, hypertension, hypoxemic respiratory failure, 
inflammatory arthritis, inflammatory bowel disease, inflammatory joint 
diseases, liver cirrhosis, liver disease, Lyme neuroborreliosis, migraine, 
multiple sclerosis, myocardial infarction, neonatal and pediatric 
respiratory failure, nephrotoxicity, neurodegenerative diseases, 
orthopedic disease, osteoarthritis, oxidant stress, Parkinson's disease, 
pediatric pulmonary disease, pleural inflammation, preeclampsia, primary 
ciliary dyskinesia, primary pulmonary hypertension, protozoan infections, 
pugilistic Alzheimer's disease, pulmonary hypertension, retinal disease, 
septic shock, sickle cell anemia, rheumatoid arthritis, stroke, systemic 
lupus erythematosus, traumatic brain injury, tumor progression, vascular 
disease, or their combinations. 
Dwg. 0/7 

FS CPI 

FA AB; DCN 

MC CPI: B03-A; B03-F; B03-H; B04-C01A; B04-L05; B05-B02C; B06-A02; B06-H; 

B07-D03; B07-D11; B10-A17; B10-B02F; B10-E02; B14-A01A2; B14-A02B1; 

B14-A03; B14-A03B; B14-C03; B14-C06; B14-C09; B14-D01C; B14-E10B; 

B14-E10C; B14-F01B; B14-F01E; B14-F02; B14-F02B; B14-F02B1; B14-F02C; 

B14-F02D1; B14-F03; B14-F07; B14-G01B; B14-G02D; B14-J01; B14-J01A3; 

B14-J01A4; B14-J01B4; B14-J05; B14-K01; B14-K01A; B14-K01D; B14-K01F; 

B14-N03; B14-N10; B14-N12; B14-N13; B14-N14; B14-N16; B14-N17; 

B14-N17B; B14-S01; B14-S04; B14-S06; B14-S08 
TECH UPTX: 20041206 

TECHNOLOGY FOCUS - BIOTECHNOLOGY - Preferred Method: In treating an 
animal, the agent exhibits a lphal -anti trypsin- like activity or 
mammalian a lphal -anti trypsin activity. The agent is a 
substituted oxadiazole, thiadiazole, triazole peptoids, or their 
combinations. The agent is (benzyloxycarbonyl ) -L-valyl-N- ( 1- ( 3- ( 5- ( 3- 
trif luoromethylbenzyl) -1, 2, 4-oxadiazolyl) carbonyl) -2- (S) -methylpropyl) -L- 
prolinamide benzyloxycarbonyl) -L-valyl-N- (1- (3- (5- (2-phenylethyl ) -1,2,4- 
oxadiazolyl) carbonyl) -2- (S) -methylpropyl) -L-prolinamide; 
(benzyloxycarbonyl) -L-valyl-N- (1- (3- (5- ( 2-methoxybenzyl ) -1, 2, 4- 
oxadiazolyl) carbonyl) -2- (S) -methylpropyl) -L-prolin amide; 
(benzyloxycarbonyl) -L-valyl-N- (1- (3- (5- (trif luoromethyl) -1, 2, 4- 
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oxadiazolyl) carbonyl) -2- (S) -methylpropyl) -L-prolinamide; 
(benzyloxycarbonyl) -L-valyl-N- ( 1- (3- (5- (methyl) -1,2,4- 
oxadiazolyl) carbonyl) -2- (S) -Methylpropyl) -L-Prolinamide; 

(Benzyloxycarbonyl) -L-Valyl-N- (1- (3- (5- (dinuoromethyl) -1, 2, 4-oxadiazolyl) 
carbonyl) -2- (S) -Methylpropyl) -L-Prolinamide ; (Benzyloxycarbonyl) -L-Valyl-N- 
(1- (3- (5- (benzyl) -1, 2, 4-oxadiazolyl ) carbonyl ) -2- (S) -Methylpropyl ) -L- 
Prolinamide; (Benzyloxycarbonyl) -L-Valyl-N- (1- (3- (5- ( 3-methoxybenzyl ) - 
1, 2, 4-oxadiazolyl) carbonyl) -2- (S) -Methylpropyl) -L-Prolin amide; 
(Benzyloxycarbonyl) -L-Valyl-N- (1- (3- (5- (2, 6-dif luorobenzyl) -1, 2, 4- 
oxadiazolyl) carbonyl) -2- (S) -Methylpropyl) -L-Prolinamide; 
(Benzyloxycarbonyl) -L-Valyl-N- (1- (3- (5- (trans-styryl ) -1, 2, 4- 
oxadiazolyl) carbonyl) -2- (S) -Methylpropyl) -L-Prolinamide; 
(Benzyloxycarbonyl) -L-Valyl-N- (1- (3- (5- ( trans-4-Trif luoro 
methylstyryl) -1, 2, 4 -oxadiazolyl ) carbonyl ) -2- (S) -Methylpropyl) -L-Prolin 
amide; (Benzyloxycarbonyl) -L-Valyl-N- (1- (3- (5- (trans-4-Methoxystyryl) - 
1, 2, 4-oxadiazolyl) carbonyl) -2- (S) -Methylpropyl) -L-Prolinamide; 
(Benzyloxycarbonyl) -L-Valyl-N- (I- (S- (5- (3-Thienylmethyl) -1, 2, 4- 
oxadiazolyl) carbonyl) -2- (S) -Methylpropyl) -L-Prolinamide; 
(Benzyloxycarbonyl) -L-Valyl-N- (1- (3- (5- (Phenyl) -1, 2, 4- 
oxadiazolyl) carbonyl) -2- (S) -methylpropyl) -L-prolinamide; and 
(Benzyloxycarbonyl) -L-Valyl-N- (1- (3- (5- (3-Phenylpropyl) -1, 2, 4- 
oxadiazolyl) carbonyl) -2- (S) -Methylpropyl) -L-Prolinamide, 
Benzyloxycarbonyl -L-valyl-N- (1- (2- (5- ( 3-methyl-benzyl ) -1,3,4- 
oxadiazolyl) carbonyl) -2- (S) -methylpropyl) -L-prolinamide, 
Benzyloxycarbonyl-L-valyl-N- (1- (2- ( 3-methylbenzyl ) -1,3,4- 
oxadiazolyl) carbonyl) -2- (S) -methylpropyl) -L-prolinamide; 

Benzyloxycarbonyl-L-valyl-N- (1- (2- (5- (methyl) -1,3, 4-oxadiazolyl) carbonyl) - 
2 - (S) - methylpropyl) -L-prolinamide; Benzyloxycarbonyl) -L-valyl-N- (1- (2- (5- 
(3-trif luoromethylbenzyl) -1,3, 4-oxadiazolyl ) carbonyl ) -2- (S) -methylpropyl) - 
L-prolinamide; (Benzyloxycarbonyl) -L-valyl-N- (1- (2- (5- ( 4-Dimethylamino 
benzyl) -1,3, 4-oxadiazolyl) carbonyl) -2- (S) -methyl-propyl ) -L-prolinamide; 
Benzyloxycarbonyl) -L-valyl-N- (1- (2- (5- (1-napthylenyl ) -1,3,4- 
oxadiazolyl) carbonyl) -2- (S) -methylpropyl) -L-prolinamide; 
(Benzyloxycarbonyl) -L-valyl- (1- (3- (5- (3, 4-methylenedioxybenzyl) -1,2,4- 
oxadiazolyl) carbonyl) -2- (S) -methylpropyl) -L-prolinamide; 
Benzyloxycarbonyl) -L-valyl-N- (1- (3- (5- (3, 5-dimethylbenzyl ) -1,2,4- 
oxadiazolyl) carbonyl) -2- (S) -methylpropyl) -L-prolinamide; 
(Benzyloxycarbonyl) -L-valyl-N- (l-(3-(5-(3, 5-dimethoxybenzyl ) -1,2,4- 
oxadiazolyl) carbonyl) -2- (S) -methylpropyl) -L-prolinamide; 
(Benzyloxycarbonyl) -L- valyl-N- (1- (3- (5- (3, 5-ditrif luoromethylbenzyl ) - 
1, 2, 4-oxadiazolyl) carbonyl) -2- (S) -methylpropyl) -L-prolinamide; 
(Benzyloxycarbonyl) -L-valyl-N- (1- (3- (5- (3-methylbenzyl) -1,2, 4- 
oxadiazolyl) carbonyl) -2- (S) -methylpropyl) -L-prolinamide; 
(Benzyloxycarbonyl) -L-valyl-N- (1- (3- (5- (biphenylmethine) -1,2,4- 
oxadiazolyl) carbonyl) -2- (S) -methylpropyl-L-prolinamide; 

(Benzyloxycarbonyl) -L-valyl-N- (1- (3- (5- (4-phenylbenzyl) -1,2, 4-oxadiazolyl) 
carbonyl) -2- (S) -methylpropyl) -L-prolinamide; (Benzyloxycarbonyl) -L-valyl-N- 
(1- (3- (5- (3-phenylbenzyl) - 1,2, 4-oxadiazolyl) carbonyl) -2- (S) -methylpropyl) - 
L-prolinamide; (Benzyloxycarbonyl) -L-valyl-N- (1- (3- (5- ( 3-phenoxybenzyl ) - 
1,2, 4-oxadiazolyl) carbonyl) -2- (S) -methylpropyl) -L-prolinamide; 
(Benzyloxycarbonyl) -L-valyl-N- (1- (3- (5- ( cyclohexylmethylene ) -1, 2, 4- 
oxadiazolyl ) carbonyl ) -2- ( S ) -methylpropyl ) -L-prolinamide ; 

(Benzyloxycarbonyl) -L-valyl-N- (1- (3- (5- ( 3-trif luoromethyldimethylmethylene 
) -1, 2, 4-oxadiazolyl) carbonyl) -2- (S) -methylpropyl) -L-prolinamide; 
(Benzyloxycarbonyl) -L-valyl-N- (1- (3- (5- (1-napthylmethylene) -1,2,4- 
oxadiazolyl) carbonyl) -2- (S) -methylpropyl) -L-prolinamide; 
(Benzyloxycarbonyl) -L-valyl-N- (1- (3- (5- ( 3-pyridylmethyl ) -1,2,4- 
oxadiazolyl) carbonyl) -2- (S) -methylpropyl) -L-prolinamide; 
(Benzyloxycarbonyl) -L-valyl-N- (1- (3- (5- (3, 5-diphenylbenzyl ) -1,2,4- 
oxadiazolyl) carbonyl) -2- (S) -methylpropyl) -L-prolinamide; 
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(Benzyloxycarbonyl) -L-valyl-N- (1- (3- (5- (4-dimethylaminobenzyl) -1,2, 4- 
oxadiazolyl) carbonyl) -2- (S) -methylpropyl) -L-prolinamide; 

2- (5- ( (Benzyloxycarbonyl) amino) -6-oxo-2- (4-f luorophenyl) -1, 6-dihydro-l- 
pyrimidinyl) -N- (1- (3- (5- (3-trif luoromethylbenzyl) -1,2, 4- 

oxadiazolyl) carbonyl) - (S ) -2-methylpropyl jacetamide; 2- (5-Amino-6-oxo-2- (4- 
f luorophenyl) -1, 6-dihydro-l-pyrimidinyl) -N- (1- (3- (5- (3- 
trif luoromethylbenzyl) -1, 2, 4-oxadiazolyl) carbonyl ) -2- (S) - 
methylpropylacet amide; 2- (5- ( (Benzytoxycarbonyl ) amino) -6-oxo-2- (4- 
f luorophenyl) -1, 6-dihydro-l-pyrimidinyl) -N- (1- (2- ( 5- ( 3-methylbenzyl ) -1 , 3, 
4-oxadiazolyl) carbonyl) - (S ) -2-methylpropyl ) acetamide; 2- (5-Amino-6-oxo-2- 
( 4-f luorophenyl) -1, 6-dihydro-l-pyrimidinyl) -N- (1- (2- (5- (3-methylbenzyl) - 
1, 3, 4-oxadiazolyl) carbonyl) -2-methylpropyl) acetamide; (Pyrrole-2-carbonyl) - 
N- (benzyl) glycyl-N- (1- (2- (5- (3-methylbenzyl) -1, 3, 4-oxadiazolyl ) carbonyl ) -2- 
(S) -methylpropyl) amide; ( Pyrrole-2-carbonyl ) -N- (benzyl) glycyl-N- (1- (3- (5- 
{ 3-trif luoromethylbenzyl) ) -1, 2, 4-oxadiazolyl) - (S) -methylpropyl ) amide; 
(2S, 5S) -5-Amino-l, 2, 4,5,6, 7-hexahydroazepino- (3,2,1) -indole- 4 -one-carbonyl- 
N- (1- (2- (5- (3-methylbenzyl) -1, 3, 4-oxadiazolyl ) carbonyl ) - (R, S) -2- 
methylpropyl) amide; BTD- (1- (2- (5- ( 3-methylbenzyl ) -1 , 3, 4- 
oxadiazolyl) carbonyl) -2- (S) -methylpropyl) amide; ( R, S ) -3-Amino-2-oxo-5- 
phenyl-1, 4, -benzodiazepine-N- (1- (2- (5- (3-methylbenzyl) -1, 3, 4- 
oxadiazolyl) carbonyl) -2- (S) - methylpropylacetamide ; (Benzyloxycarbonyl) -L- 
valyl-2-L- (2, 3-dihydro-lH-indole ) -N- (1- (2- ( 5- ( 3-methylbenzyl ) -1 , 3, 4- 
oxadiazolyl) carbonyl) -2- (S) -methylpropyl) amide; (Benzyloxycarbonyl) -L- 
valyl-2-L- (2, 3-dihydro-lH-indole ) -N- ( 1- (3- ( 5- (3-trif luoromethylbenzyl ) - 
1, 2, 4-oxadiazolyl) carbonyl) -2- (S) -methylpropyl ) amide; 
Acetyl-2-L- (2, 3-dihydro-lH-indole) -N- ( 1- ( 2- ( 5- ( 3-methylbenzyl ) -1 , 3, 4- 
oxadiazolyl) carbonyl) -2- (S) -methylpropyl) amide; 3- (S) - 
(Benzyloxycarbonyl) amino) -e-lactam-N- (1- (2- (5- (3-methylbenzyl) -1, 3, 4- 
oxadiazolyl) carbonyl) -2- (S) -methylpropylacetamide; 3- (S) - (Amino) -e-lactam- 
N- (1- (2- (5- (3-methylbenzyl) -1, 3, 4-oxadiazolyl ) carbonyl ) -2- (S) - 
methylpropylacetamide trif luoroacetic acid salt; 3- (S) - ( ( 4-morpholino 
carbonyl-butanoyl) amino) -e-lactam-N- (1- (2- (5- ( 3-methylbenzyl ) -1 , 3, 4- 
oxadiazolyl) carbonyl) -2- (R, S) -methylpropylacetamide; 6- ( 4-Fluorophenyl ) -e- 
lactam-N- (1- (2- (5- (3-methylbenzyl) -1, 3, 4-oxadiazolyl ) carbonyl) -2- (S) - 
methylpropyl) acetamide; 2- (2- (R, S) -Phenyl-4 -oxothiazolidin-3-yl ) -N- (1- (2- 
(5- (3-methylbenzyl) -1,3, 4-oxadiazolyl) carbonyl) -2- (S) - 

methylpropyl) acetamide; 2- (2- (R, S) -phenyl-4-oxothiazolidin-3-yl ) -N- (1- (2- 
(5- (3-methylbenzyl) -1,3,4 oxadiazolyl ) hydroxymethyl ) -2- (S) - 

methylpropylacetamide; 2- (2- (R, S ) -Benzyl- 4 -oxothiazolidin- 3-yl ) -N- (1- (2- (5- 
(3-methylbenzyl) -1, 3, 4-oxadiazolyl) carbonyl) -2- (S) -methylpropyl) -acetamide; 
2- (2- (R, S) -Benzyl-4-oxothiazolidin-3-yl oxide) -N- (1- (3- (5- (3- 
tr if luoromethylbenzyl) -1,2, 4-oxadiazolyl ) carbonyl ) -2- (R, S, ) - 
methylpropyl) acetamide; ( l-Benzoyl-3 , 8-quinazolinedione) -N- (1- (2- (5- (3- 
methylbenzyl) -1, 3, 4-oxadiazolyl) carbonyl) -2- (S) -methylpropyl ) acetamide; 
(l-Benzoyl-3, 6-piperazinedione) -N- (1- (2- (5- (3-methylbenzyl) -1, 3, 4- 
oxadiazolyl) carbonyl) -2- (S) -methylpropyl) acetamide; (l-Phenyl-3, 6- 
piperazinedione) -N- (1- (2- (5- ( 3-methylbenzyl ) -1, 3, 4 -oxadiazolyl ) carbonyl ) -2- 
(S) -methylpropyl) acetamide; ( (l-Phenyl-3, 6-piperazinedione ) -N- ( 1- ( 3- ( 5- ( 3- 
trifluoromethylbenzyl) -1,2, 4-oxadiazolyl) carbonyl) ) -2- (S) - 

methylpropylacetamide; 3- ( (Benzyloxycarbonyl) amino) -quinolin-2-one-N- (1- (2- 
(5- (3-methylbenzyl) -1,3, 4-oxadiazolyl) carbonyl) -2- (S) - 
methylpropyl) acetamide; 3- ( (Benzyloxycarbonyl ) amino ) -7-piperidinyl- 
quinolin-2-one-N- (1- (2- ( 5- ( 3-methylbenzyl ) -1, 3, 4-oxadiazolyl ) carbonyl ) -2- 
(S) -methylpropyl) acetamide; 3- (Carbomethoxyquinolin-2-one-N- (1- (2- (5- (3- 
methybenzyl) -1, 3, 4-oxadiazolyl) carbonyl) -2- (S) -methylpropyl ) acetamide; 

3- (Amino-quinolin-2-one) -N- (1- (2- (5- (3-methylbenzyl) -1, 
3, 4-oxadiazolyl ) carbonyl ) -2- (S) -methylpropyl) acetamide; 

3- ( (4-Morpholino) aceto) amino-quinolin-2-one-N- (1- (2- (5- (3-methylbenzyl) - 

1,3, 4-oxadiazolyl) carbonyl) -2- (S) -methylpropylacetamide; 

3, 4-Dihydro-quinolin-2-one-N- (1- (2- (5- (3-methylbenzyl) -1, 3, 4- 
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oxadiazolyl) carbonyl) -2- (S) -methylpropylacet amide; l-Acetyl-3- (4- 
f luorobenzylidene) piperazine-2, 5-dione-N- (1- (2- (5- (3-methylbenzyl) -1, 3, 4- 
oxadiazolyl) carbonyl) -2- (S) -methylpropyl) acet amide; l-Acetyl-3- (4- 
dimethylaminobenzylidene)piperazine-2 / 5-dione-N- (1- (2- (5- ( 3-methylbenzyl ) - 
1, 3, 4-oxadiazolyl) carbonyl) -2- (S) -methylpropyl) acetamide ; 

l-Acetyl-3- ( 4 -carbomethoxy benzylidene) piperazine-2, 5-dione-N- (1- (2- (5- (3- 
methylbenzyl) -1, 3, 4-oxadiazolyl) carbonyl) -2- (S) -methylpropylacetamide; 

1- Acetyl-3- ( ( 4 -pyridyl ) methylene ) piperazine-2 , 5-dione-N- (1- (2- (5- (3-methyl 
benzyl) -1, 3, 4-oxadiazolyl ) carbonyl ) -2- (S) -methylpropylacetamide; 

4- (l-Benzyl-3- (R) -benzylpiperazine-2, 5, -dione) -N- (1- (2- (5- ( 3-methylbenzyl) - 
1, 3, 4-oxadiazolyl) carbonyl) -2- (S) -methylpropyl ) acetamide ; 
4- (l-Benzyl-3- (S) -benzyl piperazine-2 , 5, -dione) -N- (1- (2- (5- (3- 
methylbenzyl) -1,3, 4-oxadiazolyl) carbonyl) -2- (S) -methylpropylacetamide; 

4- (l-Benzyl-3 (R) - benzylpiperazine-2, 5, -dione) -N- (1- (3- (5- (3- 
trifluoromethylbenzyl) 1,2, 4-oxadiazolyl) carbonyl) -2- (S) - 

methylpropylacetamide; 4- (l-Benzyl-3- (S) -benzylpiperazine-2, 5, -dione) -N- (1- 
(3- (5- (3-trifluoromethylbenzyl) -1,2, 4-oxadiazolyl) carbonyl) -2- (S) - 
methylpropylacetamide; 4- (l-Benzyl-3- (S) -benzylpiperazine-2, 5, -dione) -N- (1- 
(3- (5- (2-dimethylaminoethyl) -1,2, 4-oxadiazolyl) carbonyl) -2- (S) - 
methylpropyl) acetamide; 4- ( (-Methyl-3- (R, S) -phenylpiperazine-2, 5, -dione) -N- 
(1- (3- (5- (3-trifluoromethylbenzyl) -1,2, 4-oxadiazolyl) carbonyl) -2- (S) - 
methylpropyl) acetamide; 4- ( (-Methyl-3- (R, S) -phenylpiperazine-2, 5, -dione) -N- 
(1- (2- (5- (3-methylbenzyl) -1,3, 4-oxadiazolyl) carbonyl) -2- (S) - 
methylpropyl) acetamide; 4- (1- ( 4-Morpholino ethyl) 3 (R) -benzyl 
piperazine-2, 5, -dione) -N- (1- (2- (5- ( 3-methylbenzyl ) -1 , 3,4- 
oxadiazolyl) carbonyl) -2- (S) -methylpropyl ) acetamide; 5- (R, S) -Phenyl-2, 4- 
imidazolidinedione-N- (1- (2- (5- (3-methylbenzyl) -1,3, 4-oxadiazolyl) carbonyl) - 

2- (S) -methylpropyl) acetamide; 5- (R) -Benzyl-2, 4-imidazolidinedione-N- (1- (2- 
(5- (3-methylbenzyl) -1,3, 4-oxadiazolyl) carbonyl) -2- (S) -methylpropyl) 
acetamide; 5- (S) -Benzyl-2, 4-imidazolidinedione-N- (1- (2- (5- (3-methylbenzyl) - 
1, 3, 4-oxadiazolyl) carbonyl) -2- (S) -methylpropylacetamide; 

5- (S) -Benzyl-2, 4-imidazolidinedione-N- (1- (3- (5- (3-trifluoromethylbenzyl) - 
1, 2, 4-oxadiazolyl) carbonyl) -2- (S) -methylpropyl ) acetamide; 

5- (R) -Benzyl-2, 4-imidazolidinedione-N- (1- (3- (5- (3-trifluoromethylbenzyl) - 
1,2, 4-oxadiazolyl) carbonyl) -2- (S) -methylpropylacetamide; 

l-Benzyl-4- (R) -benzyl-2, 5-imidazo-lidinedione-N- (1- (2- (5- (3-methylbenzyl) - 

1, 3, 4-oxadiazolyl) carbonyl) -2- (S) -methylpropyl ) acetamide; and 

l-Benzyl-4- (R) -benzyl-2, 5-imidazolidinedione-N- (1- (3- (5- ( 3-trif luoromethyl 

benzyl) -1,2, 4-oxadiazolyl) carbonyl) -2- (S) -methylpropylacetamide, or their 

salts, or combinations. The animal is a human. The composition further 

comprises a carrier. Administering to an animal at least one agent 

exhibiting mammalian a lphal -anti trypsin or alphal-anti- 

trypsin-like activity improves a pathological condition mediated 

by a pro-inflammatory cytokine, i.e. gamma-interf eron, lipopolysaccharide, 

or their combination. Specifically prophylactically treating an 

individual at risk for a pathological condition that is precipitated at 

least in part by inappropriate nitric oxide comprises administering to the 

individual a composition comprising at least one agent described above 

exhibiting mammalian alphal-anti trypsin, alphal- 

anti trypsin- like, antielastase, or antiproteinase-3 activity. 

Inhibiting nitric oxide production in a cell susceptible to producing 

nitric oxide comprises contacting the cell with a composition comprising 

at least one agent exhibiting mammalian a lphal -anti trypsin, 

a lphal -anti trypsin- like, or serine protease inhibitor activity. 

The cell comprises at least one of an in vitro mammalian cell culture, an 

ex vivo mammalian tissue culture, or a mammalian organ. Treating ischemia 

reperfusion injury comprises administering at least one of alphal- 

antitrypsin, a lphal -antitrypsin- like agent, 

antielastase, or antiproteinase-3 agent, or a serine protease inhibitor, 
or their combination. The method additionally comprises administering 



jan delaval - 6 december 2005 



weddington - 10 / 669250 



Page 38 



a thrombolytic agent. It may additionally comprise using a 
mechanical device to reestablish blood flow. The ischemia reperfusion 
injury is associated with at least one of heart, brain, lung, kidneys, or 
liver. The alphal-antitrypsin-like agent is a form of alphal-antitrypsin 
resistant to inactivation by reactive oxygen intermediates. The mechanical 
device involves percutaneous transluminal coronary angioplasty or 
angioplasty. Sparing tissue levels of alphal-antitrypsin in an animal 
comprises administering a nitric oxide synthase inhibitor. The animal is a 
human. The nitric oxide synthase inhibitor comprises NG-nitro-L-arginine 
methyl ester, NG-nitro-L arginine, NG-methyl-L-arginine, 
N, N 1 -dimethylarginine, NG-monoethyl-L-arginine acetate, 
NG-monomethyl-L-arginine acetate, NG-monomethyl-D-arginine, 
NG-monomethyl-L-homoarginine acetate, NG-nitro-D-arginine, 
N-nitro-D-arginine methyl ester hydrochloride, (nitro-L-arginine, 
L-N6- (1-iminoethyl) lysine, aminoguanidine, S-methylisothiourea sulfate, 
S-ethylisothiourea sulfate, S-aminoethylisothiourea sulfate, 
mercaptoethylguanidine, 2, 4 -diamino-6-hydroxypyrimidine, 
diphenylenciodonium chloride, 2-ethyl-2-thiopseudourea hydrobromide, 

2- iminobiotin, L-N5- ( 1-iminoethyl ) ornithine hydrochloride, 
S-methyl-L-thiocitrulline dihydrochloride, p-nitroblue tetrazolium 
chloride, 3-bromo-7-nitroindazole, pentamidine isethionate, 
1-pyrrolidinecarbodithioic acid, spermidine, spermine, spermine-NO, 

3- morpholinosydonimine-N-ethyl-carbamide, L-thiocitrulline, 
troleandomycin, 7-nitroindazole, hemoglobin, myoglobin, cytochrome V, 
S-nitroso-N-acetylpenicillamine S-nitrosoglutathione, or nitroglycerine, 
or their free bases or salts. Treating an animal suffering from a 
pathological condition associated with elevated synthesis of nitric oxide 
comprises administering to an animal at least one inhibitor of 
proteinase-activated receptor. The method further comprises a 
pharmaceutical carrier. The inhibitor comprises alphal-antitrypsin, 
alphal-antitrypsin-like agents, blocking antibodies, inhibitory kinases, 
cDNA of inhibitory kinase, inhibitory proteases, hirudin, or their 
combinations. Preferred Composition: The pharmaceutical composition 
further comprises a pharmaceutical carrier. The antioxidant is vitamin A, 
vitamin E, vitamin C, cysteine, N-acetylcysteine, omega-3-unsaturated 
lipids, omega- 6-unsaturated lipids, alpha-carotene, beta-carotene, 
selenium, curcumin, a Superoxide dismutase preparation, or their 
combinations or complexes. 

ABEX UPTX: 20041206 

WIDER DISCLOSURE - Disclosed are: 

(a) a method of inhibiting bacterial colonization in a host; and 

(b) a method of preventing a deficiency of functional endogenous alphal- 
antitrypsin levels in patient susceptible to an infection that is 
mediated by endogenous host serine protease or serine protease-like 
activity. 

ADMINISTRATION - Dosage is 1 ng-10 mg per ml of biological fluid of the 
animal administered once daily to about once hourly or within four hours 
of an ischemic event, by osmotic pump, parenterally, orally, vaginally, 
rectally, nasally, buccally, intravenously, intramuscularly, 
subcutaneous ly, intra thecally, epidurally, transdermally, 
intracerebroventricularly, or their combinations (claimed) . 

EXAMPLE - No relevant example given. 

L114 ANSWER 3 OF 11 WPIX COPYRIGHT 2005 THE THOMSON CORP on STN 

AN 2004-794473 [78] WPIX 

CR 2004-783852 [77]; 2004-794491 [78] 

DNC C2004-277232 

TI Sparing tissue levels of alpha- 1 -anti trypsin 
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in animal for treatment of inflammatory diseases or disorders, or 

hypotension, comprises administering nitric oxide 

synthase inhibitor. 
DC BOS 
IN SHAPIRO, L 
PA (SHAP-I) SHAPIRO L 
CYC 1 

PI US 2004220113 Al 20041104 (200478)* 22 A61K038-04 <-- 

ADT US 2004220113 Al Div ex US 2003-427929 20030502, US 
2003-669250 20030925 

PRAI US 2003-427929 20030502; US 2003-669250 

20030925 

IC ICM A61K038-04 

ICS A61K031-4245 

AB US2004220113 A UPAB: 20041206 

NOVELTY - Sparing tissue levels of alpha 1- 

anti trypsin in animal, comprises administering nitric 

oxide synthase inhibitor. 

ACTIVITY - Vasotropic; Hypertensive; Respiratory-Gen.; Anti-HIV; 
Neuroprotective; Nootropic; Antiasthamatic; Antiarteriosclerotic; 
Immunosuppressive; Cardiant; Cytostatic; Antiinflammatory; 
Cerebroprotective; Cardiovascular-Gen. ; Antidiabetic; Analgesic- 
Gynecological; Antibacterial; Nephrotropic; Ophthalmological ; 
Gastrointestinal-Gen. ; Hypotensive; Antiulcer; Hepatotropic; Antimigraine; 
Antiarthritic; Osteopathic; Antiparkinsonian; Protozoacide; Antianemic; 
Antisickling; Antirheumatic; Dermatological . 

MECHANISM OF ACTION - Serine protease inhibitor; Antagonist. 
USE - For sparing tissue levels of alpha 1- 
anti trypsin in animal, e.g. human, and for treatment of 
inflammatory diseases or disorders, or hypotension, acquired 
tubulointerstitial disease, acute pancreatitis, acute respiratory failure, 
acute respiratory distress syndrome (ARDS), age-associated memory 
impairment, AIDS, airway inflammation, Alzheimer's disease, amyotrophic 
lateral sclerosis, asthma, atherosclerosis, autoimmune disease, 
myocarditis, carcinogenesis, cerebral ischemia, cerebrovascular disease, 
chronic liver disease, chronic lung disease, chronic obstructive pulmonary 
disease, chronic otitis media, congestive heart failure, coronary artery 
disease, coronary artery ectasia, diabetes mellitus, diabetic neuropathy, 
dysfunctional uterine bleeding, dysmenorrhea, endotoxic shock, end-stage 
renal disease falciparum malaria, gastric carcinogenesis, gastrointestinal 
pathophysiology, glaucoma, glutamate-induced asthma, glutamate induced 
Chinese restaurant syndrome, heart failure, heat stress, gastritis, 
f hotdog headache 1 , Hirschprung 1 s disease, HIV infection, hypertension, 
hypoxemic respiratory failure, inflammatory arthritis, inflammatory bowel 
disease (Crohn's disease and ulcerative colitis), inflammatory joint 
disease, liver cirrhosis, liver disease, Lyme neuroborreliosis, migraine, 
multiple sclerosis, neonatal and pediatric respiratory failure, 
nephrotoxicity, neurodegenerative diseases, orthopedic disease, 
osteoarthritis, oxidant stress, Parkinson's disease, pediatric pulmonary 
disease, pleural inflammation, preeclampsia, primary ciliary dyskinesia, 
primary pulmonary hypertension, protozoan infections, pugilistic 
Alzheimer's disease, pulmonary hypertension, retinal disease, septic 
shock, sickle cell anemia, rheumatoid arthritis, stroke, systemic lupus 
erythematosus, traumatic brain injury, tumor progression, or vascular 
disease . 

ADVANTAGE - The method provides for treatment of diseases dependent 
on the action of NO and proteases. The serine protease inhibitors exhibit 
high activity at low concentrations. 
Dwg. 0/7 
FS CPI 
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FA AB; DCN 

MC CPI: B02-T; B04-B04D2; B06-D05; B06-F03; B07-D03; B07-D12; B07-D13; 

B10-A03; B10-A05; B10-A13A; B10-A17; B10-B01B; B14-A02B1; B14-A03; 

B14-A03B; B14-C01; B14-C03; B14-C04; B14-C09; B14-D01C; B14-D07C; 

B14-E10; B14-F01B; B14-F01E; B14-F02; B14-F03; B14-F07; B14-F08; 

B14-G01B; B14-G02D; B14-H01; B14-J01; B14-K01; B14-L06; B14-N01; 

B14-N03; B14-N10; B14-N12; B14-N13; B14-N14; B14-N16; B14-N17; 

B14-S01; B14-S04; B14-S06; B14-S08 
TECH UPTX: 20041206 

TECHNOLOGY FOCUS - PHARMACEUTICALS - Preferred Compounds: The nitric oxide 
(NO) synthase inhibitor comprises N-G-nitro-L-arginine methyl ester, 
N-G-nitro-L-arginine N, N 1 -dimethylarginine, N-G-monoethyl-L-arginine 
acetate, N-G-monomethyl-L-arginine acetate, N-G-monomethyl-D-arginine, 
N-G-monomethyl-L-homoarginine acetate, N-G-nitro-D-arginine, 
N-G-nitro-D-arginine methyl ester gydrochloride, omega-nitro-arginine, 
L-N6- (1-iminoethyl) lysine, aminoguanidine, S-methylisothiourea sulfate, 
S-ethylisothiourea sulfate, S-aminoethylisothiourea sulfate, 
mercaptoethylguanidine, 2, 4-diamino-6-hydroxypyrimidine, 
diphenyleneiudonium chloride, 2-ethyl-2-thiopseudourea hydrobromide, 

2- iminobiotin, L-N-5- ( 1-iminoethyl ) ornithine hydrochloride, 
S-methyl-L-thiocitrulline dihydrochloride, p-nitroblue tetrazolium 
chloride, 3-bromo-7-nitroindazole, pentamidine isethionate, 
1-pyrrolidinecarbodithioic acid, spermidine, spermine, spermine-NO, 

3- morpholinosydonimine-N-ethyl -carbamide, L-thiocitrulline, 
troleandomycin, 7-nitroindazole, hemoglobin, myoglobin, cytochrome V, 
A-nitroso-N-acetylpenicillamine S-nitrosoglutathione, or nitroglycerine, 
or their free bases or salts. 

ABEX UPTX: 20041206 

ADMINISTRATION - Doses are administered at 0.01-20 mg/ml biologic fluid of 
treated patient, by injection, continuous intravenous infusion, 
transdermally, or orally. 



LI 14 ANSWER 4 OF 11 WPIX COPYRIGHT 2005 THE THOMSON CORP on STN 

AN 2004-783852 [77] WPIX 

CR 2004-794473 [78]; 2004-794491 [78] 

DNC C2004-274208 

TI Use of alpha-l-antitrypsin, alpha-l-antitrypsin-like 

agent, antielastase, antiproteinase-3 agent and/or serine protease 
inhibitor for the treatment of ischemia reperfusion injury. 

DC B05 

IN SHAPIRO, L 

PA (SHAP-I) SHAPIRO L 

CYC 1 

PI US 2004220239 Al 20041104 (200477)* 22 A61K031-433 <— 

ADT US 2004220239 Al Div ex US 2003-427929 20030502, US 

2003-669251 20030925 
PRAI US 2003-427929 20030502; US 2003-669251 

20030925 
IC ICM A61K031-433 

ICS A61K031-4245 
AB US2004220239 A UPAB: 20041206 

NOVELTY - Treatment of ischemia reperfusion injury involves administration 

of at least one of alpha 1 -antitrypsin, alpha 1- 

anti trypsin- like agent, antielastase, antiproteinase-3 agent 

and/or serine protease inhibitor. 

ACTIVITY - Vasotropic; Cerebroprotective ; Nephrotropic; Nootropic; 

Neuroprotective; Respiratory-Gen. ; Antiinflammatory; Hepatotropic; 

Anti-HIV; Virucide; Immunosuppressive; Antidiabetic; Auditory; Cardiant; 

Gynecological; Analgesic; Antibacterial; Ophthalmological; Antimalarial; 

Gastrointestinal-Gen. ; Osteopathic; Antiasthmatic; Antiarteriosclerotic; 
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Protozoacide; Dermatological ; Cytostatic; Hypotensive; Antiulcer; 
Antimigraine; Antianemic; Antisickling; Antirheumatic; Tranquilizer; 
Vulnerary; Antiarthritic; Antiparkinsonian. 

MECHANISM OF ACTION - Nitric oxide synthesis inhibitor. The efficacy 
of alpha 1-anti trypsin (la) to inhibit nitric oxide synthesis 
was evaluated in macrophages. RAW 264.5 cell monolayers of macrophages 
were treated with (la) (0.1-3 mg/ml), followed by costimulation with 
interferon- gamma (10 U/ml) and lipopolysaccharide (1 ng/ml) for 18 hours. 
After incubation aliquots of supernatant were combined with Greiss • reagent 
and incubated at room temperature for 10 minutes and then nitric oxide 
concentration was measured colorimetrically . The cell layers were treated 
with costimulants without (la) as control. The produced nitric oxide (nmol 
of NO2/106 cells) was found to be 1, 2, 4.5 and 8 in the cell supernatant 
treated with 3, 1 and 0.1 mg/ml of (la) and control respectively. 

USE - For the treatment of ischemia reperfusion injury associated 
with heart, brain, lung, kidneys or liver (claimed) . Also for the 
treatment of acute pancreatitis, acute respiratory failure, acute 
respiratory distress syndrome (ARDS) , age-associated memory impairment, 
AIDS, cytomegalovirus infection, Herpes simplex infection, airway 
inflammation, Alzheimer's disease, amyotrophic lateral sclerosis, asthma, 
atherosclerosis, autoimmune disease, myocarditis, carcinogenesis, cerebral 
ischemia, cerebrovascular disease, chronic liver disease, chronic lung 
disease, chronic obstructive pulmonary disease, chronic otitis media, 
congestive heart failure, coronary artery disease, diabetes mellitus, 
diabetic neuropathy, dysfunctional uterine bleeding, dysmenorrhea, 
endotoxic shock, end-stage renal disease, falciparum malaria, 
gastrointestinal pathophysiology, glaucoma, glutamate-induced asthma, 
heart failure, heat stress, gastritis, hypertension, inflammatory 
arthritis, inflammatory bowel disease (Crohn's disease and ulcerative 
colitis), inflammatory joint diseases, liver cirrhosis, liver disease, 
migraine, multiple sclerosis, neonatal and pediatric respiratory failure, 
nephrotoxicity, neurodegenerative diseases, orthopedic disease, 
osteoarthritis, oxidant stress, Parkinson's disease, pediatric pulmonary 
disease, preeclampsia, primary ciliary dyskinesia, protozoan infections, 
pulmonary hypertension, retinal disease, septic shock, sickle cell anemia, 
rheumatoid arthritis, stroke, systemic lupus erythematosus, traumatic 
brain injury, tumor progression, and vascular disease. 

ADVANTAGE - The method is safe and effective for amelioration of many 
diseases related to nitric oxide-caused damage. The therapeutic agents 
used exhibit significant potential as nitric oxide synthesis inhibitor, 
and high activity at relatively low concentration. 
Dwg.0/7 

FS CPI 

FA AB; DCN 

MC CPI: B04-C01A; B04-M01; B04-N02; B04-N04A; B07-D03; B07-E04; B14-A02A3; 

B14-A03; B14-C01; B14-C03; B14-C04; B14-C09; B14-D01C; B14-D07C; 

B14-E08; B14-E10; B14-F01B; B14-F01E; B14-F02; B14-F03; B14-F05; 

B14-F07; B14-F08; B14-G01B; B14-G02D; B14-H01; B14-J01; B14-K01; 

B14-N02; B14-N03; B14-N10; B14-N12; B14-N13; B14-N14; B14-N16; 

B14-N17; B14-S01; B14-S04; B14-S06; B14-S08 
TECH UPTX: 20041203 

TECHNOLOGY FOCUS - PHARMACEUTICALS - Preferred Method: The method further 
involves administration of a thrombolytic agent; and using a mechanical 
device to reestablish blood flow. The mechanical device involves 
angioplasty or percutaneous transluminal coronary angioplasty. 
Preferred Component: The alpha 1 -antitrypsin- like agent is a form 
of a lphal -antitrypsin resistant to inactivation by reactive 
oxygen intermediates. 
ABEX UPTX: 20041203 

ADMINISTRATION - Dosage of the compounds is 0.01 - 20 mg/ml of biological 
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fluid of treated patient. Administration is by oral, topical, transdermal, 
parenteral (including subcutaneous, intravenous, intraarterial, 
intranasal, intraperitoneal, intramuscular) , transbronchial, 
transalveolar, or rectal route. 

EXAMPLE - No relevant example given. 

L114 ANSWER 5 OF 11 WPIX COPYRIGHT 2005 THE THOMSON CORP on STN 
AN 2004-098593 [10] WPIX 
DNC C2004-040683 

TI Treatment of congenital protein deficiency by administering endothelial 
progenitor cells that comprise gene encoding functional form of protein 
responsible, for congenital deficiency at stage of subject's life. 

DC B04 D16 

IN SANDS, M S; YOUNG, P P 
PA (UNIW) UNIV WASHINGTON 
CYC 1 

PI US 2004009158 Al 20040115 (200410)* 23 A61K048-00 

ADT US 2004009158 Al Provisional US 2002-395004P 20020711, US 2003-616821 
20030710 

PRAI US 2002-395004P 20020711; US 2003-616821 20030710 

IC ICM A61K048-00 

AB US2004009158 A UPAB: 20040210 

NOVELTY - A congenital protein deficiency is treated by administering 
endothelial progenitor cells that comprise a gene encoding a functional 
form of the protein responsible, for the congenital deficiency at a stage 
of the subject's life, at which non-pathologic vasculogenesis occurs. 

ACTIVITY - Hemostatic; Thrombolytic; Cardiovascular-Gen; CNS-Gen; 
Nephrotropic . 

MECHANISM OF ACTION - None given. 

USE - The invention is for treatment of congenital protein deficiency 
in human. Congenital protein deficiency comprises a blood protein disorder 
or lysosomal storage disease. The blood protein disorder comprises 
hemophilia A, hemophilia B, von willebran disease, alpha 
1-antitrypsin deficiency, or antithrombin III 

deficiency. The lysosomal storage disease comprises gaucher's disease, 
mucopolysaccharidosis type VII (MPS VII), fabry disease, MPS I, 
niemann-pick disease, farber disease, or pompe disease, (all claimed) 

ADVANTAGE - Even though a deficient protein may be expressed in cells 
other than endothelial cells in the absence of the congenital deficiency, 
expression and secretion of the functional form of the deficient protein 
by endothelial cells alone can provide a sufficient amount of the 
functional protein to cure, ameliorate, or inhibit the congenital 
deficiency. GUSB-def icient newborn mice received 1.25 ng or 0.4 ng of rh 
VEGF164 (RTM) with or without bone marrow cells at day 1 of birth, and a 
repeat administration of an equivalent dose of rh VEGF164 alone IV on day 
3 after birth. Enzyme activity was increased in tissues, including the 
heart and liver, when bone marrow cells were administered with vascular 
endothelial growth factor (VEGF) . The increased levels of donor cell in 
VEGF-treated recipients persisted even after 2 months. Quantitative 
analysis of the spleen suggested no increased donor hematopoietic 
engraftment, in the presence of VEGF, when compared to recipients of bone 
marrow cells alone. 
Dwg.0/5 

FS CPI 

FA AB; DCN 

MC CPI: B01-B01; B01-B02; B02-C01; B04-B04D2; B04-E03F; B04-F0100E; B04-H06; 

B04-N06; B05-B01J; B06-D09; B14-F01; B14-F02; B14-F03; B14-F04; 

B14-F06; B14-F08; B14-G02; B14-J01; B14-N12; D05-H14 
TECH UPTX: 20040210 



jan delaval - 6 december 2005 



weddington - 10 / 669250 



Page 4 3 



TECHNOLOGY FOCUS - PHARMACEUTICALS - Preferred Method: The subject is 
treated pre- or post-natally . The method comprises administration of an 
immunosuppressive drug consisting of cyclosporine A, prednisone, methyl 
prednisolone, azathioprine, cyclophosphamide, antilymphocyte globulin, or 
antithymocyte globulin. It comprises administration of a dose of radiation 
prior to the administration of endothelial progenitor cells. It comprises 
administration of an endothelial cell mitogen consisting of vascular 
endothelial growth factor { VEGF) , acidic and basic fibroblast growth 
factors, epidermal growth factor, transforming growth factor alpha and 
beta, platelet-derived endothelial growth factor, platelet derived growth 
factor, tumor necrosis factor alpha, hepatocyte growth factor, insulin 
like growth factor, erythropoietin, colony stimulating factor, macrophage 
colony stimulating factor, granulocyte/macrophage colony stimulating 
factor, and nitric oxide synthase. 

Preferred Component: The endothelial progenitor cells comprise autologous 
endothelial progenitor cells, which are modified ex vivo prior to its 
administration to the subject, where the modification of the cells 
comprises introducing into the cells a gene encoding a functional form of 
the protein responsible for the congenital deficiency. It comprise 
heterologous endothelial progenitor cells, which are modified ex vivo 
prior to its administration to the subject, where the modification of the 
cells comprises introducing into the cells a gene encoding a functional 
form of the protein responsible for the congenital deficiency, where the 
deficient protein is not expressed by endothelial cells of other subjects 
not suffering from the congenital protein deficiency. 
ABEX UPTX: 20040210 

ADMINISTRATION - The endothelial progenitor cells administered to the 
patient is between 106-1018, preferably 109-1012. 

L114 ANSWER 6 OF 11 WPIX COPYRIGHT 2005 THE THOMSON CORP on STN 
AN 2003-748649 [70] WPIX 
DNC C2003-205316 

TI New conjugate, useful for treatment or diagnosis of vascular disease, 

comprises CD13-aminopeptidase N homing molecule and active agent. 
DC B04 B05 D16 

IN DEMUINCK, E D; SHAPIRO, L H; DE MUINCK, E D 

PA (CARD-N) CARDIOVASCULAR RES INST MAASTRICHT; (SJUD-N) ST JUDES CHILDRENS 

RES HOSPITAL; (SJUD-N) ST JUDE CHILDREN'S RES HOSPITAL 
CYC 104 
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TR 






















2003225405 


Al 


20030929 


(200432) 








C12N000-00 











ADT WO 2003078569 A2 WO 2003-NL207 20030319; EP 1346729 Al EP 2002-76146 

20020319; AU 2003225405 Al AU 2003-225405 20030319 
FDT AU 2003225405 Al Based on WO 2003078569 

PRAI US 2002-365190P 20020319; EP 2002-76146 20020319 

IC ICM A61K047-48; C12N000-00 

AB WO2003078569 A UPAB: 20031030 

NOVELTY - A conjugate comprising a CD13/APN (aminopeptidase N) homing 
molecule (I) conjugated to an agent (II) for treatment or diagnosis of a 
vascular disease, is new. 
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ACTIVITY - Cardiant; Vasotropic; Antiarteriosclerotic; Vulnerary. 
Test methods are described but no results are given. 
MECHANISM OF ACTION - None given. 

USE - Compositions of the conjugate are useful for treating ischemic 
mycocardium or an ischemic extremity, or improving recovery after 
percutaneous coronary or peripheral intervention. The conjugate is 
especially useful for treating a chronic ischemic myocardium, especially 
one resulting from a myocardial infarction. Treatment results in: 

(a) improved perfusion of the ischemic myocardium; 

(b) a reduction in size of the ischemic zone; 

(c) a reduction in the amount of myocardial tissue loss; 

(d) prevention of further tissue loss; or 

(e) a combination of the above effects. 

The conjugate is useful for treating a chronic ischemic extremity, 
especially one resulting from an arterial occlusion and the effects are 
similar to those listed above. The conjugate is useful for accelerating 
wound healing after percutaneous coronary or peripheral intervention, or 
for preventing neointimal thickening of treated arterial segments. The 
conjugate is useful for treating a rupture prone atherosclerotic plaque. 
The conjugate is useful in a diagnostic method comprising vascular 
imaging, especially for diagnosing the presence of (rupture prone) 
atherosclerotic plaques. The imaging is preferably of the (angiogenic) 
vasculature of atherosclerotic plaques. The imaging method is a method for 
diagnosing the status, size, risk of rupture, or the development of the 
atherosclerotic plaque in time, especially for monitoring response to a 
therapeutic treatment. The imaging is especially performed in a subject 
that has suffered a myocardial infarction, and the imaging is of the 
ischemic border zone at the perimeter of the infarcted myocardium. The 
imaging may also be of myocardial vasculature in a subject suffering from 
chronic myocardial ischemia, or of the vasculature of the extremities in a 
subject that has suffered an acute or chronic arterial occlusion (all 
claimed) . 
Dwg. 0/2 

FS CPI 

FA AB; DCN 

MC CPI: B04-C01; B04-E08; B04-G01; B04-J01; B04-N08; B11-C08A; B11-C09; 

B12-K04A2; B12-K04C; B14-F02D2; B14-F02F; B14-N17B; B14-S03; D05-H09; 
D05-H11 

TECH UPTX: 20031030 

TECHNOLOGY FOCUS - BIOTECHNOLOGY - Preferred Materials: (I) is preferably 
a CD13/APN homing peptide, and (II) is an angiogenesis-promoting molecule, 
especially a growth factor selected from vascular endothelial growth 
factor (VEGF) , placental growth factor (PIGF) , basic fibroblast growth 
factor (bFGF) , macrophage-derived peptides PR39 and PR11, CD154, the 
extracellular domain of CD154 in soluble form, platelet derived growth 
factor (PDGF), hepatocyte growth factor (HGF) , and scatter factor. The 
growth factor is especially a heterodimer of VEGF and PIGF. The conjugate 
may comprise the amino acid sequence of a CD13/APN homing peptide and an 
angiogenic growth factor as a single polypeptide chain. 

(II) may be a molecule that stabilizes or reduces atherosclerotic plaques, 
and is especially an antiangiogenic agent, a hydroxymethylglutarate CoA 
reductase inhibitor, an expression vector for inducible or endothelial 
nitric oxide synthase, an antioxidant, 

5-methyltetrahydrofolate or a CD154 antibody. The agent that stabilizes or 
reduces atherosclerotic plaques is especially endostatin, bestatin, 
TNP-470, angistatin, thrombospondin 1 or 2, or the kringle 5 domain from 
plasminogen. The agent may also be suramin, a 3- ( 3-substituted 
-1, 2, 4-thiadiazol-5-yl)pyridazine, thalidomide, a cytocholasin, 
isoindolinone, or a derivative. 

The agent may be an imaging agent, especially one detectable by magnetic 
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resonance, ultrasound, or both. 

Preparation: (I) and (II) are conjugated by usual chemical methods, e.g. 
using a carbodiimide, or where (II) is a peptide they are expressed 
together as a recombinant fusion protein. 
ABEX UPTX: 20031030 

ADMINISTRATION - Compositions of the conjugate are administered 
intravenously or intra-arterially by infusion or injection. No dosage 
given. 

EXAMPLE - No relevant examples are given. 
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ANSWER 7 OF 11 WPIX COPYRIGHT 2005 THE THOMSON CORP on STN 
2000-611339 [58] WPIX 

2000-572151 [50]; 2000-587294 [50]; 2000-594139 [50] 
C2000-182850 

Treating herpes virus infection and associated disease by administering 
alphal-antitrypsin or compound with similar activity. 
B05 C03 D16 
SHAPIRO, L 

(UYTE-N) UNIV TECHNOLOGY CORP 
87 

(200058)* EN 86 A61K038-08 
AT BE CH CY DE DK EA ES FI FR GB GH GM GR IE IT KE LS LU MC MW NL 
OA PT SD SE SL SZ TZ UG ZW 

AE AL AM AT AU AZ BA BB BG BR BY CA CH CN CR CZ DE DK DM EE ES FI 
GB GD GE GH GM HR HU ID IL IN IS JP KE KG KR KZ LC LK LR LS LT LU 
LV MA MD MG MK MN MW MX NO NZ PL PT RO RU SD SE SG SI SK SL TJ TM 
TR TT TZ UA UG UZ VN YU ZA ZW 
AU 2000038640 A 20000921 (200065) A61K038-08 
WO 2000051625 Al WO 2000-US5557 20000303; AU 2000038640 A AU 2000-38640 
20000303 

AU 2000038640 A Based on WO 2000051625 

US 1999-153942P 19990915; US 1999-123167P 19990305 

ICM A61K038-08 

ICS A61K038-57; A61P031-22 

WO 200051625 A UPAB: 20001214 

NOVELTY - Treating herpes virus (HV) infection and associated disease 
comprises administering an agent (I) with mammalian alpha 
1-antitrypsin (aaT) or aaT-like activity. 

DETAILED DESCRIPTION - An INDEPENDENT CLAIM is included for a 
pharmaceutical composition comprising a peptide of formula (A) or its 
salts . 

amino acid (aa), including C, acetyl, succinyl or is absent; 
aa, including F or A; 

I, 
L, 
V, 
V, 



Nt 
XI 
X2 
X3 
X4 
X5 
Ct 



aa, 
aa, 
aa, 
aa, 
aa, 



V, 
A, 
A, 
A, 



L, 
V, 
F, 
I, 



M, 
M, 

I, 
L, 



A, 
I, 
C, 



or S; 
or C; 
or S; 



F or G; 



an amide or ester, or is absent. 



neuroprotective; antipyretic; 



including C, 
including F, 
including L, 
including M, 
including C, 
aa Has L- or D-conf iguration . 
ACTIVITY - Antiviral; cytostatic; 
derma t ©logical; antiulcer; hepatotropic; antidiarrheal ; antibacterial , 

Herpes simplex-1 or -2 was used to infect semi-continuous human lung 
fibroblasts in the presence or absence of aaT, then virus removed and the 
cells cultured. The amount of virus produced was determined by 
enzyme-linked immunosorbent assay and the measured optical density was 0.8 
in the absence of aaT but only 0.5 when aaT was present at 3 mg/ml. 

MECHANISM OF ACTION - Serine protease inhibitor; trypsin 
inhibitor . 

USE - Used for treating HV infection mediated by an endogenous serine 
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protease or SP-like activity and inhibiting the spread or onset of viral 
infection mediated by endogenous SP or SP-like activity, and for 
preventing sexually transmitted diseases (all claimed) by intravaginal or 
intrarectal administration of (I) or its derivatives that can inhibit 
caspase, proteinase-3, cathepsin G and/or elastase. (I) Is used for 
treating infection by herpes simplex-1 and -2 viruses, cytomegalovirus, 
Epstein-Barr virus, varicella zoster virus, herpes zoster and human herpes 
viruses 5, 6 and/or 8. (I) Is used for treating malaise, fever, chills, 
rhinitis, diarrhea, atopic eczema, encephalitis, keratoconjunctivitis, 
pharyngitis, gingivostomatitis, hepatitis, recurrent orofacial 
mucocutaneous lesions or herpes labialis, chicken pox skin sores, erythema 
multiforme, idiopathic burning mouth, aphthous ulceration, Behcet's 
syndrome, mononucleosis, Burkitt's lymphoma and other tumors and 
neuropathies. Particularly, (I) is used against HV infections of the 
mucosa (oral, middle ear, gastrointestinal, urogenital, airway/lung, eye, 
peritoneal membranes etc.), including sexually transmitted diseases. 
Treatment with (I) is also used to restore defective levels of functional 
endogenous aaT and to prevent development of such a condition, in treating 
infections by viruses other than herpes, to prevent bacterial colonization 
concurrent with viral infection and also very generally wherever 
inhibition of serine protease activity is required, e.g. in medicine, 
biology, agriculture or microbial fermentation. 
Dwg.0/2 
FS CPI 

FA AB; GI; DCN 

MC CPI: B04-C01A; B07-D13; B07-E04; B07-F03; B10-A08; B10-A10; B10-A17; 

B14-A01; B14-A02A3; B14-C04; B14-D07C; B14-E02; B14-E08; B14-H01; 

B14-N03; B14-N04; B14-N06B; B14-N12; B14-N16; B14-N17; C04-C01A; 

C07-D13; C07-E04; C07-F03; C10-A08; C10-A10; C10-A17; C14-A01; 

C14-A02A3; C14-C04; C14-D07C; C14-E02; C14-E08; C14-H01; C14-N03; 

C14-N04; C14-N06B; C14-N12; C14-N16; C14-N17; D05-H17A6; D05-H17B6 
TECH UPTX: 20001114 

TECHNOLOGY FOCUS - PHARMACEUTICALS - Preferred materials: (I) Comprises: 

(i) aaT, particularly isolated from wild-type, mutant or transgenic 
mammalian sources; 

(ii) a peptoid substituted by oxadiazole, thiadiazole or triazole, 
phenylene dialkanoate, tetrazole, guanidinobenzoic acid, 

phenylsulfonylamide, sulfide, sulfoxide, sulfone, amidine, amidinophenol 
or their derivatives, or 

(iii) peptides (A) . 

ABEX UPTX: 20001114 

SPECIFIC COMPOUNDS - About 90 compounds are used e.g: 
(benzyloxycarbonyl) -L-valyl-N- (1- (2- ( 5- (3-methylbenzyl ) -1,2, 4- 
oxadiazolyl) carbonyl) -2- (S) -methylpropyl ) -L-prolinamide (la) . 
27 Peptides (A) are used e.g. Phe-Val-Phe-Leu-Met . 

ADMINISTRATION - (I) is administered at 1 mug to 100 mg/kg/day, preferably 
10-25 mg/kg/day, systemically or topically. When administered topically, 
(I) may be combined with an anesthetic, analgesic and/or antibiotic. 

L114 ANSWER 8 OF 11 WPIX COPYRIGHT 2005 THE THOMSON CORP on STN 
AN 2000-594139 [56] WPIX 

CR 2000-572151 [50]; 2000-587294 [50]; 2000-611339 [50] 
DNC C2000-177373 

TI Treating excessive apoptosis, e.g. cancer or neurodegeneration, by 
administering inhibitor of serine protease, e.g. alphal- 
anti trypsin or analog. 

DC B02 B03 

IN SHAPIRO, L 

PA (UYTE-N) UNIV TECHNOLOGY CORP 
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CYC 87 

PI WO 2000051624 A2 20000908 (200056)* EN 29 A61K038-00 

RW: AT BE CH CY DE DK EA ES FI FR GB GH GM GR IE IT KE LS LU MC MW NL 
OA PT SD SE SL SZ TZ UG ZW 
W: AE AL AM AT AU AZ BA BB BG BR BY CA CH CN CR CZ DE DK DM EE ES FI 
GB GD GE GH GM HR HU ID IL IN IS JP KE KG KR KZ LC LK LR LS LT LU 
LV MA MD MG MK MN MW MX NO NZ PL PT RO RU SD SE SG SI SK SL TJ TM 
TR TT TZ UA UG UZ VN YU ZA ZW 
AU 2000037314 A 20000921 (200065) A61K038-00 
ADT WO 2000051624 A2 WO 2000-US6069 20000303; AU 2000037314 A AU 2000-37314 
20000303 

FDT AU 2000037314 A Based on WO 2000051624 

PRAI US 1999-123167P 19990305 

IC ICM A61K038-00 

AB WO 200051624 A UPAB: 20001214 

NOVELTY - Treatment of diseases associated with excessive apoptosis 
comprises administering at least one inhibitor (I) of serine protease 
(SP) . 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are included for: 

(1) prophylactic treatment of subjects at risk of developing an 
apoptotic disease by administering at least one agent (la) with mammalian 
alpha 1-anti trypsin (aaT) or aaT-like 

activity; 

(2) inhibiting apoptosis in vitro in mammalian cells, ex vivo in 
mammalian tissue cultures and organs by administering (I); 

(3) inhibiting apoptosis by treating cells with (I); and 

(4) sustaining aaT activity in blood by administering (i) aaT to 
replace inactivated aaT or (ii) a variant of aaT, or a synthetic aaT, that 
is not inactivated by free radicals. 

ACTIVITY - Cytostatic; immunosuppressive; antiarthritic; 
antiinflammatory; antidiabetic; neuroprotective; antibacterial; 
vasotropic; hepatotropic; anti-HIV; cerebroprotective . 

MECHANISM OF ACTION - Serine protease inhibitor; oxygen free radical 
inhibitor; oxygen free radical formation inhibitor. 

Rat brain cerebral granule cells were incubated for 10 hours in (i) 
conditioned medium with serum; (ii) Eagle basic medium (EBM) without serum 
or (iii) EBM containing 60 micro M of the peptoid (benzyloxycarbonyl ) -L- 
valyl-N- (1- (2- (5- (3-methylbenzyl) -1, 2, 4- oxadiazolyl) carbonyl ) -2- (S) - 
methylpropyl) -L-prolinamide (I 1 ). The cells were then fixed, stained and 
analyzed for apoptosis. The proportion of apoptotic cells was less than 5% 
in (i), about 45% in (ii) and about 8% in (iii). 

USE - The method is used to treat or prevent cancer; autoimmune 
diseases (e.g. arthritis, multiple sclerosis or diabetes); 
neurodegeneration; sepsis; ischemic reperfusion injury; toxin-mediated 
liver disease; acquired immune deficiency syndrome (AIDS), or particularly 
myocardial infarction and stroke. (I) may also be used to inhibit 
apoptosis in vivo or ex vivo, e.g. in cell cultures, tissues and organs 
and to sustain endogenous levels of aaT. 

ADVANTAGE - The treatment is effective against apoptosis however this 
is induced in a wide range of organs. 
Dwg.0/2 
FS CPI 
FA AB; DCN 

MC CPI: B07-D03; B07-E04; B14-A02; B14-C09; B14-F01; B14-F01E; B14-F02; 

B14-F02D1; B14-G01B; B14-G02D; B14-H01; B14-N12; B14-N16; B14-S01; 
B14-S06 

TECH UPTX: 20001106 

TECHNOLOGY FOCUS - PHARMACEUTICALS - Preferred Process: (I) is at least 
one of aaT or its variants, an aaT-like agent, anticathepsin G, 
antitryptase TL-2, antifactor Xa, anti-elastase and/or antiproteinase-3 
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agents (especially a substituted oxadiazole, thiadiazole or triazole 
peptoid, optionally modified by esterif ication, acetylation or amidation) . 
Treatment may include administration of a free radical scavenger or 
inhibitor (II) and may be monitored, particularly by taking biopsies. 
Preferred Materials: In (4), variants of aaT particularly have one of the 
residues Val, lie, Leu, Phe, Tyr or Trp at position 358. 
ABEX UPTX: 20001106 

SPECIFIC COMPOUNDS - Use of about 90 (I) is claimed, e.g. 
(benzyloxycarbonyl) -L-valyl-N- (1- (2- (5- ( 3-methylbenzyl ) -1, 2, 4- 
oxadiazolyl) carbonyl) -2- (S) -methylpropyl ) -L-prolinamide (1 1 ) 
ADMINISTRATION - Dosage of (I) is 0.3-7 g/kg, to provide 10 pM to 2 mM (I) 
in biological fluid, especially blood. Administration is oral, vaginal, 
rectal, nasal, buccal, intravenous, intramuscular, subcutaneous, 
intrathecal, epidural, transdermal, intracerebroventricular and/or by 
osmotic pump (all claimed) . 

L114 ANSWER 9 OF 11 WPIX COPYRIGHT 2005 THE THOMSON CORP on STN 
AN 2000-587294 [55] WPIX 

CR 2000-572151 [53]; 2000-594139 [56]; 2000-611339 [58] 
DNC C2000-175124 

TI Treating diseases mediated by serine protease, particularly viral 

infection and cancer, by administering alphal- 

anti trypsin or its functional equivalent. 
DC B05 
IN SHAPIRO, L 

PA (UYTE-N) UNIV TECHNOLOGY CORP 
CYC 88 

PI WO 2000052034 A2 20000908 (200055)* EN 86 C07K007-00 

RW: AT BE CH CY DE DK EA ES FI FR GB GH GM GR IE IT KE LS LU MC MW NL 
OA PT SD SE SL SZ TZ UG ZW 
W: AE AL AM AT AU AZ BA BB BG BR BY CA CH CN CR CZ DE DK DM EE ES FI 
GB GD GE GH GM HR HU ID IL IN IS JP KE KG KR KZ LC LK LR LS LT LU 
LV MA MD MG MK MN MW MX NO NZ PL PT RO RU SD SE SG SI SK SL TJ TM 
TR TT TZ UA UG UZ VN YU ZA ZW 
AU 2000037191 A 20000921 (200065) C07K007-00 
US 6849605 Bl 20050201 (200511) C07K005-06 

ADT WO 2000052034 A2 WO 2000-US5558 20000303; AU 2000037191 A AU 2000-37191 

20000303; US 6849605 Bl Provisional US 1999-123167P 19990305, Provisional 
US 1999-137795P 19990603, US 2000-518098 20000303 
FDT AU 2000037191 A Based on WO 2000052034 

PRAI US 1999-137795P 19990603; US 1999-123167P 19990305; 

US 2000-518098 20000303 

IC ICM C07K005-06; C07K007-00 

AB WO 200052034 A UPAB: 20050217 

NOVELTY - A viral infection, or any other pathological condition, that is 
mediated by an endogenous host serine protease (SP) , or SP-like activity, 
is treated by administering an agent (I) with mammalian alpha 
1-antitrypsin (aaT) or aaT-like activity. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 
following : 

(a) inhibiting, in mammals, spread or onset of viral infection by 
administering (I); 

(b) method for treating a patient with deficiency of functional 
endogenous aaT, and susceptible to virus infection, by administering (I); 

(c) method for treating a viral infection mediated at least in part 
by SP, by administering (I); 

(d) method for inhibiting human immune deficiency virus (HIV) 
replication in a subject by administering a compound (II) with binding 
affinity to a ligand-binding domain of an SEC ( serpin-enzyme complex) 
receptor; 
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(e) method for preventing or inhibiting entry of viral nucleic acid 
into a host cell, or release of virions from such a cell, by administering 
(I); 

(f) preventing a deficiency of functional endogenous aaT in a mammal 
susceptible to virus infection by administering (I); 

(g) pharmaceutical composition containing (I) and a carrier; and 

(h) method for treating HIV infection by administering a combination 
of at least one (I) plus an inhibitor (III) of HIV reverse transcriptase 
(RT) and/or protease. 

ACTIVITY - Antiviral; anticancer. 

The Ul cell line, containing two copies of the HIV-1 proviral 
integrated into its genome, was exposed to 0.5 nM interleukin ( IL) -18 and 
then after 48 hours was expressing a mean of 6235 pg/ml of the p24 
antigen, compared with 41.3 pg/ml without exposure to IL-18. When the 
cells were incubated for 1 hour with 3 mg/ml of aaT before exposure to 
IL-18, the mean p24 production was reduced to 179 pg/ml. 

MECHANISM OF ACTION - Inhibition of SP activity that is involved in 
viral activation and infection, resulting in inhibition of entry of viral 
nucleic acid into cells and/or release of assembled virions from cells. 

USE - (I) are especially used to treat or prevent retroviral, 
specifically HIV (human immune deficiency virus) infection, including 
treatment of pregnant women and subjects exposed to (or at risk of 
exposure to) HIV. They may also be used to treat a very wide range of 
cancers, where these are induced by a virus (e.g. solid tumors, myeloma, 
lymphoma or leukemia) . Also, (I) may be used to restore endogenous layers 
of aaT, where the deficiency is acquired or congenital, or very generally, 
to inhibit SP activity in any situation, e.g. in medicine, biology, 
agriculture or microbial fermentation. 

ADVANTAGE - (I) have relatively high activity at low concentrations 
and show a synergistic effect when formulated with known anti-HIV agents. 
Dwg.0/14 
FS CPI 
FA AB; DCN 

MC CPI: B04-C01A; B07-D03; B07-E04; B14-A02; B14-A02B1; B14-H01 

TECH UPTX: 20001102 

TECHNOLOGY FOCUS - PHARMACEUTICALS - Preferred Compounds: (I) is aaT, 
isolated from human plasma, a transgenic mammal, or a culture of 
wild-type, mutant or transformed cells, and has inhibitory activity 
against HIV production induced by at least one of interleukin-6 or -18, 
tumor necrosis factor or lipopolysaccharide . Alternatively (I) is (i) a 
peptoid (la) that includes an oxadiazole, thiadiazole or triazole residue; 
(ii) a peptide that binds to the SEC receptor; (iii) a peptide (lb) 
containing at least 5 amino acids from the C-terminal region of mammalian 
aaT, or its analogs or homologs; (iv) heterocyclic compounds; (v) cyclic 
(di)keto compounds; (vi) tripeptoid analogs; (f) proline analogs or (g) a 
compound that inhibits proteinase-3, elastase, eglin, thrombin, cathepsin 
G, chymotrypsin, plasminogen activator or plasmin. Particularly 
(lb) have formula I-A-B-C-D-E-F-G-H-II 

I = Cys or is absent; 

A = Ala, Gly, Val or is absent; 

B = Ala, Gly, Val, Ser or is absent; 

C = Ser, Thr or is absent; 

D = Ser, Thr, Asn, Glu, Arg, lie, Leu or is absent; 

E = Ser, Thr, Asp or is absent; 

F = Thr, Ser, Asn, Gin, Lys, Trp or is absent; 

G = Tyr or is absent; 

H = Thr, Gly, Met, Met (O) , Cys, Thr or Gly; 

II = Cys, optionally substituted amide or ester, or is absent, provided 
that at least 4 amino acids are present. 

(Ill) is e.g. retrovir, combivir, viramine etc. (12 listed) as RT 



jan delaval - 6 december 2005 



weddington - 10 / 669250 



Page 50 



inhibitors or e.g. fortovase, norvir or angenerase (9 listed) as protease 
inhibitors . 
ABEX UPTX: 20001102 

SPECIFIC COMPOUNDS - (I) is aaT; any of about 90 peptoids specified, e.g. 
(benzyloxycarbonyl) -L-valyl-N- (1- (2- ( 5- ( 3-methylbenzyl ) -1 , 2 , 4 - 
oxadiazolyl)carbonyl)-2-(S)-methylpropyl)-L-prolinamide (I 1 ); or any of 18 
specified aaT-derived peptides, e.g. FVFLM. 

ADMINISTRATION - (I) are administered to provide 1 ng-30 mg, particularly 
0.1-10 mg/ml of body fluid in the subject, e.g. topically (including 
incorporation into condoms or intravaginal devices), by injection or 
orally. Unit doses contain 5-2000 (particularly 50-500) mg (I) . 

L114 ANSWER 10 OF 11 WPIX COPYRIGHT 2005 THE THOMSON CORP on STN 
AN 2000-572151 [53] WPIX 

CR 2000-587294 [55); 2000-594139 [56]; 2000-611339 [58] 
DNC C2000-170609 

TI Treating disease e.g. autoimmune disease and hypertension by administering 
agent which inhibits nitric oxide synthesis and e.g. alphal- 
anti trypsin. — 5 *r 

DC B05 C03 D16 

IN SHAPIRO, L 

PA (UYTE-N) UNIV TECHNOLOGY CORP 
CYC 88 

PI WO 2000051623 A2 20000908 (200053)* EN 49 A61K038-00 

RW: AT BE CH CY DE DK EA ES FI FR GB GH GM GR IE IT KE LS LU MC MW NL 
OA PT SD SE SL SZ TZ UG ZW 
W: AE AL AM AT AU AZ BA BB BG BR BY CA CH CN CR CZ DE DK DM EE ES FI 
GB GD GE GH GM HR HU ID IL IN IS JP KE KG KR KZ LC LK LR LS LT LU 
LV MA MD MG MK MN MW MX NO NZ PL PT RO RU SD SE SG SI SK SL TJ TM 
TR TT TZ UA UG UZ VN YU ZA ZW 
AU 2000035115 A 20000921 (200065) A61K038-00 
US 6489308 Bl 20021203 (200301) A61K031-70 

ADT WO 2000051623 A2 WO 2000-US5556 20000303; AU 2000035115 A AU 2000-35115 

20000303; US 6489308 Bl Provisional US 1999-123167P 19990305, Provisional 
US 1999-156523P 19990929, US 2000-518097 20000303 
FDT AU 2000035115 A Based on WO 2000051623 

PRAI US 1999-156523P 19990929; US 1999-123167P 19990305; 

US 2000-518097 20000303 
IC ICM A61K031-70; A61K038-00 

ICS A61K031-16; A61K031-35; A61K031-40 
AB WO 200051623 A UPAB: 20030101 

NOVELTY - Diseases are treated by administering at least one agent (I) 

that : 

(1) suppresses nitric oxide (NO) synthesis and 

(2) has mammalian alpha 1-anti trypsin ^ 

(aaT), aaT-like, elastase-inhibiting or proteinase-3-inhibiting activity. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 
following : 

(I) treating subjects at risk of diseases produced, at least partly, 
by inappropriate NO, by administering at least one agent with aaT, 
aaT-like, elastase-inhibiting or proteinase-3-inhibiting activity; 

(II) inhibiting NO production in cells by treatment with at least one 
agent having aaT, aaT-like or serine protease inhibiting activity; 

(III) a composition comprising at least one agent having aaT or 
aaT-like activity and a free radical scavenger or antioxidant; 

(IV) treating ischemic reperfusion injury by administering at least 
one of aaT, aaT-like agent, antielastase or antiproteinase-3 agent or 
serine protease (SP) inhibitor; 

(V) sparing tissue levels of aaT by administering an inhibitor of NO 
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synthase and 

(VI) treating disease associated with high levels of NO synthesis by 
administering at least one inhibitor of a proteinase-activated receptor. 

ACTIVITY - Antiinflammatory; neuroprotective; immunostimulant ; 
antiasthmatic; antiarteriosclerotic; immunosuppressant; cytostatic; 
Cerebroprotective; hepatotropic; ophthalmological; cardiant; antimalarial; 
gastrointestinal; analgesic; hypotensive; antiarthritic; antidiabetic- 
antihypertensive; antitumor; protozoacide; antiviral; respiratory; 
antianemic; dermatological . 

MECHANISM OF ACTION - Nitric oxide synthesis inhibitor; serine 
protease inhibitor; trypsin inhibitor; elastase inhibitor; 
proteinase-3 inhibitor. 

(Benzyloxycarbonyl) -L-valyl-N- (1- (2- (5- (3-methylbenzyl) -1,2,4- 
oxadiazolyl) carbonyl) -2- (S ) -methylpropyl) -L-prolinamide ( 1 1 ) was tested 
for inhibition of NO synthesis, produced by inducible NO synthase after 
induction with 0.5 ng/ml lipopolysaccharide and 10 units/ml of interferon- 
gamma , in RAW264.5 macrophages. In absence of (la), synthesis was 90 
nmole per million cells, but in the presence of 60 mu M (la) it was only 
10 nmole per million cells. 

USE - Used in human or veterinary medicine for treating 
tubulointerstitial disease, acute pancreatitis, acute respiratory failure 
or distress syndrome, age associated memory impairment, AIDS, airway 
inflammation, Alzheimer's and Parkinson's disease, amyotrophic lateral 
sclerosis, asthma, atherosclerosis, autoimmune disease, autoimmune 
myocarditis, carcinogenesis, cerebral ischemia, cerebrovascular accident, 
chronic liver disease, chronic lung disease, chronic obstructive pulmonary 
disease, chronic otitis media, congestive heart failure, coronary artery 
disease, coronary artery ectasia, diabetes mellitus, diabetic neuropathy, 
dysfunctional uterine bleeding, dysmenorrhea, endotoxic shock, end stage 
renal disease, falciparum malaria, gastric carcinogenesis, 
gastrointestinal pathophysiology, glaucoma, glutamate induced asthma, 
glutamate induced Chinese restaurant syndrome, heart failure, heat stress, 
gastritis, hot dog headache, Hirschsprung's disease, hypertension, 
hypoxemic respiratory failure, inflammatory arthritis, inflammatory bowel 
disease, inflammatory joint diseases, liver cirrhosis, liver disease, Lyme 
neuroborreliosis, migraine, multiple sclerosis, myocardial infarction, 
neonatal and pediatric respiratory failure, nephrotoxicity, 
neurodegenerative diseases, orthopedic disease, osteoarthritis, oxidant 
stress, pediatric pulmonary disease, pleural inflammation, preeclampsia, 
primary ciliary dyskinesia, primary pulmonary hypertension, protozoan 
infections, retinal disease, septic shock, sickle cell anemia, rheumatoid 
arthritis, stroke, systemic lupus erythematosus, traumatic brain injury, 
tumor progression and vascular disease. 

ADVANTAGE - Treatment with (I) reduces NO-mediated side effects 
associated with treating cancer with interleukin-2 or tumor necrosis 
factor and prevents inactivation of endogenous aaT by peroxynitrite 
(derived from NO) . 
Dwg. 0/7 
FS CPI 
FA AB; DCN 

MC CPI: B03-A; B03-F; B03-H; B04-B01B; B05-B02C; B07-D13; B07-E04; B07-F03; 

B10-B01B; B14-A03; B14-A03B; B14-C01; B14-C03; B14-C09; B14-D07C; 
B14-D08; B14-E10; B14-E10C; B14-F01B; B14-F02B; B14-F03; B14-F07; 
B14-G02D; B14-H01; B14-J01A3; B14-J01A4; B14-K01; B14-K01A; B14-N03; 
B14-N10; B14-N12; B14-N13; B14-N14; B14-N16; B14-N17; B14-S01; 
B14-S04; B14-S06; B14-S08; B14-S12; C03-A; C03-F; C03-H; C04-B01B; 
C05-B02C; C07-D13; C07-E04; C07-F03; C10-B01B; C14-A03; C14-A03B; 
C14-C01; C14-C03; C14-C09; C14-D07C; C14-D08; C14-E10; C14-E10C; 
C14-F01B; C14-F02B; C14-F03; C14-F07; C14-G02D; C14-H01; C14-J01A3; 
C14-J01A4; C14-K01; C14-K01A; C14-N03; C14-N10; C14-N12; C14-N13; 



jan delaval - 6 december 2005 



weddington - 10 / 669250 



Page 52 



C14-N14; C14-N16; C14-N17; C14-S01; C14-S04; C14-S06; C14-S08; 

C14-S12; D05-H11; D05-H12A; D05-H12B 
TECH UPTX: 20001023 

TECHNOLOGY FOCUS - PHARMACEUTICALS - Preferred compounds: (I) Has 
mammalian aaT activity and is a substituted oxadiazole, thiadiazole or 
triazole peptoid. The antioxidant comprises vitamin A, E or C, OMEGA- 3- or 
OMEGA- 6- unsaturated lipids, alpha- or beta-carotene, superoxide 
dismutase, selenium and/or curcumin. 

Preferred process: Method (IV) also includes administration of a 
thrombolytic agent or using a mechanical device to re-establish blood 
flow, especially (percutaneous transluminal) angioplasty. The aaT-like 
agent is a form of aaT resistant to inactivation by reactive oxygen 
intermediates . 
ABEX UPTX: 20001023 

SPECIFIC COMPOUNDS - About 85 compounds (I) are used e.g: 
(benzyloxycarbonyl) -L-valyl-N- (1- (2- (5- ( 3-methylbenzyl ) -1,2,4- 
oxadiazolyl) carbonyl) -2- (S) -methylpropyl ) -L-prolinamide (la) . 
39 NO oxide synthase inhibitors are used e.g: 
spermine . 

ADMINISTRATION - (I) are administered to provide 1 ng-10 mg/ml of body 
fluid, and are delivered by osmotic pump, injection, orally, vaginally or 
rectally at intervals of 1 hour to 1 day, especially within 4 hours of an 
ischemic event. Dosage units contain 5-2000 (preferably 50-500) mg. 

L114 ANSWER 11 OF 11 WPIX COPYRIGHT 2005 THE THOMSON CORP on STN 
AN 1999-539813 [45] WPIX 
CR 2000-611600 [58] 
DNC C1999-157674 

TI Increasing endothelial cell nitric oxide 

synthase activity in non-hypercholesterolemic patients. 
DC B03 

IN ENDRES, M; LAUFS, U; LIAO, J K; MOSKOWITZ, M A 

PA (BGHM) BRIGHAM & WOMENS HOSPITAL INC; (GEHO) GEN HOSPITAL CORP; (BGHM) 

BRIGHAM & WOMENS HOSPITAL 
CYC 84 
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19981009; EP 1023060 Al EP 1998-951041 19981009, WO 1998-US21464 19981009; 
US 6147109 A Provisional US 1997-62093P 19971014, US 1998-132848 19980811; 
JP 2001519388 W WO 1998-US21464 19981009, JP 2000-515587 19981009; AU 
2003203411 Al Div ex AU 1998-96934 19981009, AU 2003-203411 20030328; US 
2005038102 Al Provisional US 1997-62093P 19971014, CIP of US 1998-132848 
19980811, Cont of US 1999-273445 19990319, US 2003-688721 20031015 
FDT AU 9896934 A Based on WO 9918952; EP 1023060 Al Based on WO 9918952; JP 
2001519388 W Based on WO 9918952; US 2005038102 Al CIP of US 6147109 



jan delaval - 6 december 2005 



weddington - 10 / 669250 



Page 



PRAI US 1998-132848 19980811; US 1997-62093P 19971014; 

AU 2003-203411 20030328; US 1999-273445 19990319; 

US 2003-688721 20031015 

IC ICM A61K031-35; A61K031-401; A61K045-00 

ICS A61K031-195; A61K031-225; A61K031-365; A61K031-366; A61P001-00; 
A61P009-00; A61P011-00; A61P013-12; A61P015-10; A61P043-00 

AB WO 9918952 A UPAB: 20050228 

NOVELTY - Increasing endothelial cell nitric oxide 
synthase (ecNOS) activity in non-hypercholesterolemic subjects 
comprises administration of an 3-hydroxy-3-methylglutaryl-coenzyme A 
(HMG-CoA) reductase inhibitor to increase ecNOS activity. 
ACTIVITY - Antihypertensive; cardiant; vasodilator; 
MECHANISM OF ACTION - HMG-CoA reductase inhibitor; Type III 
endothelial cell nitric oxide synthase 
upregulator . 

The activity of ecNOS was assessed by measuring the LNMA-inhibitable 
nitrite accumulation from human endothelial cells. The ratio of nitrite to 
nitrate production under culture conditions was 5:1 and was similar for 
hypoxia and normoxia. Basal ecNOS activity at 20% oxygen was 6.0 plus or 
minus 3.3 nmol/500000 cells/24 hours. Exposure of endothelial cells to 3% 
oxygen for 34 hours decreased nitrite production by 75 plus or minus 14% 
(1.5 plus or minus 0.9 nmol/500000 cells/24 hours). 

Treatment with simvastatin (1 mM) not only reversed completely the 
down regulation of ecNOS by hypoxia, but resulted in a threefold increase 
in ecNOS activity over basal activity (18 plus or minus 5.0 nmol/500000 
cells/24 hours; p less than 0.05). This upregulation of ecNOS activity was 
attenuated by addition of L-mevalonate (400 mM) (9.6 plus or minus 1.3 
nmol/500000 cells/24 hours) . Interesting, simvastatin (1 mM) alone 
upregulated nitrite production fivefold (30 plus or minus 6.5 nmol/500000 
cells/24 hours), which was blocked completely by L-mevalonate (400 mM) 
(8.6 plus or minus 2.9 nmol/500000 cells/254 hours). Similar findings were 
observed with lovastatin, but at 10-fold higher concentrations compared 
with those of simvastatin. 

USE - Used to increase ecNOS activity in non-hypercholesterolemic, 
especially non-hyperlipidemic, subjects, to reduce brain injury resulting 
from stroke, to treat pulmonary hypertension, heart failure, progressive 
renal disease and to increase blood flow in tissues (claimed) . 

The method is also used to treat impotency, gastric and esophageal 
motility disorders, kidney disorders such as kidney hypertension, insulin 
deficiency and hypoxia-induced conditions including those induced by 
impaired lung function caused by emphysema, cigarette smoking, chronic 
bronchitis, asthma, infectious agents, pneumonitis (infectious or 
chemical), lupus, rheumatoid arthritis, inherited disorders such as cystic 
fibrosis, obesity and alpha 1-anti trypsin 

deficiency, as well as non-lung impairments e.g. from living at very high 
altitudes. 

ADVANTAGE - The HMG-CoA inhibitor acts other than through preventing 

formation of oxidative LDL and increases nitric oxide 

synthase activity by effects directly on endothelial rather than 

hepatic HMG-CoA reductase. 

Dwg. 0/4 
FS CPI 
FA AB; DCN 

MC CPI: B04-L08; B07-A02B; B14-D05D; B14-E10A; B14-F01B; B14-F02B; B14-F02D; 
B14-K01; B14-N07; B14-N10; B14-N16; B14-P02 

TECH UPTX: 19991103 

TECHNOLOGY FOCUS - PHARMACEUTICALS - Preferred method: The subject is 
non-hyperlipidemic and the amount of HMG-CoA reductase inhibitor is 
preferably less than the amount that alters blood low-density lipoprotein 
(LDL) cholesterol levels in the subject by 10%, but sufficient to increase 
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ecNOS activity above normal baseline levels. 

The subject has a condition comprising an abnormally low level of ecNOS 
activity, which is hypoxia induced, chemically induced or cytokine 
induced. The subject has an abnormally elevated risk of or has pulmonary 
hypertension or has an abnormally elevated risk of or has experienced 
ischemic stroke. The patient is chronically exposed to hypoxic conditions. 
The method also comprises co-administering a non-HMG-CoA reductase 
inhibitor that increases ecNOS activity and an endothelial cell 
nitric oxide synthase substrate. 

Preferred active agent: The HMG-CoA reductase inhibitor is simvastatin or 
lovastatin. 
ABEX UPTX: 19991103 

ADMINISTRATION - The dosage is 0.01-1000 (preferably 50-500) mg/kg/day, 
especially orally in single or divided doses. Administration may be oral, 
parenteral, subcutaneous, intravenous or intramuscular. Administration 
also may be by time-release, delayed-release or sustained-release delivery 
systems. Long-term, sustained release implant may be arranged to deliver 
therapeutic levels for at least 30 days, preferably 60 days. 
Administration may be in combination agents that are not HMG-CoA reductase 
inhibitors or ecNOS substrates, but that can increase ecNOS activity such 
as estrogens and angiotensin-converting enzyme inhibitors. 
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TI Modulation of peroxynitrite- and hypochlorous acid-induced inactivation of 
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CS International Antioxidant Research Centre, University of London, Kings 
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SO British journal of pharmacology, (1999 Apr) 126 (7) 1646-52. 
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1. Peroxynitrite is a cytotoxic species that can be formed, among other 
mechanisms, by the rapid reaction of superoxide with nitric oxide. 
Peroxynitrite formation has been implicated in a wide range of 
neurodegenerative and chronic inflammatory diseases, as has the formation 
of hypochlorous acid by myeloperoxidase. 2. There is considerable 
interest in the development of peroxynitrite scavengers as therapeutic 
agents. The thiol compound mercaptoethylguanidine has been suggested to 
fulfil this role since it has recently been shown to be not only a potent 
inhibitor of inducible nitric oxide synthase 

but also a scavenger of peroxynitrite. Indeed, it has been shown to be 
protective in some experimental models of circulatory shock and 
inflammation at plasma levels in the approximate range 100-300 microM. 3. 
One protein inactivated by peroxynitrite is the major inhibitor of serine 
proteinases in human body fluids, alphal-antiproteinase 

At high (250-1000 microM) concentrations, mercaptoethylguanidine was 
found to be effective in preventing peroxynitrite-mediated tyrosine 
nitration and alphal-AP inactivation . 4. By contrast, lower 
concentrations of mercaptoethylguanidine (1-60 microM) enhanced the 
inactivation of alphal-antiproteinase by 

peroxynitrite. 5. At all concentrations tested (1-1000 microM), 
mercaptoethylguanidine decreased the inactivation of alphal- 
antiproteinase by hypochlorous acid. 6. We suggest that products 
of reaction of mercaptoethylguanidine with peroxynitrite or 
peroxynitrite-derived products could cause damage to alphal- 
antiproteinase, and possibly other proteins in vivo, whereas 
scavenging of hypochlorous acid by mercaptoethylguanidine could contribute 
to its anti-inflammatory action in vivo. 

Dose-Response Relationship, Drug 
*Enzyme Inhibitors: PD, pharmacology 
*Guanidines: PD, pharmacology 

Humans 

^Hypochlorous Acid: PD, pharmacology 
*Nitrates: PD, pharmacology 

*Nitric-Oxide Synthase: AI , antagonists & inhibitors 

Research Support, Non-U. S. Gov't 

Tyrosine: ME, metabolism 
♦alpha 1- Antitrypsin: DE, drug effects 
1190-74-5 (2-mercaptoethylguanidine) ; 26404-66-0 (peroxynitric 
acid); 55520-40-6 (Tyrosine); 7790-92-3 (Hypochlorous Acid) 
0 (Enzyme Inhibitors); 0 (Guanidines ) ; 0 (Nitrates); 0 (alpha 
1 -Antitrypsin) ; EC 1.14.13.39 (Nitric- 
Oxide Synthase); EC 1.14.13.39 (inducible nitric 
oxide synthase) 
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L6 




1636 


s 


(ALPHA1 OR ALPHA 1) () (PROTEASE OR PROTEINASE) (L)I1 
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L8 AND L12 


L17 




72 
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L45 
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L46 
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L47 
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L48 
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E3 


L49 


44 
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L50 
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L54 
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L59 


1 
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E6 


L60 


1 


s 


E2 


L61 


2 


s 


20933-81-7/CRN 


L62 
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s 


L61 AND ACETATE 


L63 
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L2 9 AND CLH 


L64 


2 
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ARGININE/CN 


L65 


1 


s 


L63 AND NITRO 


L66 
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HOMOARGININE/CN 


L67 
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L29 AND LYSIN? 


L68 
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L67 AND ACETATE 


L69 
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L70 


3 


s 


L69 AND ORNITHINE 


L71 


1 


s 


L69 AND LYSINE 


L72 


56 
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L55,L58, L60,L62,L65,L68-L70 






E 


HEMOGLOBIN/CN 


L73 


1 


s 


E3 






E 


MYOGLOBIN/CN 






E 


CYTOCHROME/CN 






E 
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L78 
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L80 
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1 
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L82 
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L83 
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376 
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